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10 (2) ^^h(Dmm:^m. 
(4) ^^^(Dmmz.m'r?>o 

15 ::^n;^j5'i/7:/i^VD2 (P GD^ il8&IBi-5„) f*. T^^K:^^;*/;^ 

GD2«>f ^'tfJl? (in vivo) tc*3V>Tl>^3lilX)^-^^^3g)i^Sr^^"f-S;ii: 
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mmWf-^P GD 2M<DmM:d^mibhtlX\j^^ (N Engl J Med 1980; 303: 
1400-4^ Am Rev Respir Dis 1983; 128: 597-602^ J Allergy Clin Immunol 
5 1991; 88: 33-42^ Arch Otolaryngol Head Neck Surg 1987; 113: 179-83^ J 
Allergy CJlin Immimol 1988; 82: 869-77> J Immunol 1991; 146: 671-6^ J 
AUergy Clin Immimol 1989; 83: 905-12^ N Engl J Med 1986; 315: 800-4, 
Am Rev Respir Dis 1990; 142: 126-32, J Allergy CUn Immunol 1991; 87: 
540-8, J Allergy Clin Immunol 1986; 78: 458-61) „ ^fc, P GDg^WM 

^(o^m^mn-t^o Ttp^mw^mmm\t. ^(o^mm^^-^x^. ^^^-rs 

Mm. mmmskm^. ufmm^m. mm^m^. m^^¥^omm 
^mz.'^^'t^miB (M^fi, srti^, mmmm. 0km. mm. mmmm^i: 
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M:^i'£. WO86/05779#/'?:/:71^5/ htcfi^ — (T) 



5 i^fp. A'^n:^mW-^. 7;c=/vS^^fi:7cn/dpv'S^^;J:)b. nTfi 



Y3T_Y4T_ (^4,^ Y^f^^Sfe-g-, -0-. -S-*fctt-NH-S:^ 

^^t>t"o) "e:^$tl/5'fb'^i^;&S^ SRS— A (Slow reacting substance of 
anaphylaxis) WSmhL UT#ffi-X?fc5 i dSfa^^tl/TVNSo 
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So 

1 .. ( I ) 



(^cf. RM:i. (1)7K^1^^. (2)C l~4T/W'ar/VS. (3)C2~4T/V'$^— 

:/htt-CH2-S^^*3U R^fix dV^o^i^l^^, (2)C i-er/i'^r/^ 

X, (7):7^-/>S> (8)t''y t^/l-Sx (9)=hnS, (10)-NR«R^S. (ll) 
- O R »S-C»^ $ tlti C 1 ~ 4 T/V^/l^^, (I2)mib ^ tbfc C 1 ~ 6 T/V 
15 ^/w^, (13)-S02R^^S> (l4)-SORi*S> *;fej*(l5)- S R ^ ^SSr 

(1) 1 oo^^jm^^ds 1 o(D^mii^^x ^mm^^fMmit^nx\i^xhx\r^ 

ailM^^S#^t5oT^)J:VNC2~5T/W:aE^l^>'^ (^C 2'-5T/V^l^ 
=-i^>'m (^C 2~5T/i'^^u>'SW:. ltl^lS•CMil$tbTV^■C'^> J: 



o 
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V\) ^mt>\.s R^J*> (l)y^^^>m^. (2)Cl~6T/^dr/l'^. (3)C 1 



:^J\^m. (8)t°y i;?7WS. (9)^hn^, (10)-NR«R^S. (iD-OR^TS 
ife^ttfcC 1 ~4 Tv'l'^/vS^ (l2)^'fb$tbfcC 1,~ 6 T/W=¥/l'S. (13)- 
6 SO^R^^S. (l4)-SOR^^S. *fcfi(l5)-SR^^S^^*>U R'^Sj; 

(i)7K^M^> (2)c i-er/i^df/v^. (3)^i^i^/^^, *yi:fi(4)^>fb^ 

tUlTcC 1~6T>'V'¥/^S^^*:>U. R^«. (l)C 1 ~6 T/V'^/l'^. (2)C 1 
10 ~1 OT/V=i=^rS^S. (3)C l~6T/V'=i^iy^-Cg^$ttfcC 1~6T/V=3^ 
/VS. (4)/^CI-^^>'Jl^, (5);!KmS, (6)byxNnp<^>'l-S. iD^h^m. (8) 
_NR9Rio^^ (9)7^=/^^. (10)7 3^7 df^^/Ss ill):i-^ym. (12)C 
2~6Tv'>'W^. a3)i/TyS. (l4)-S02Riim. (l5)-SOR^^^. 
(16)-SR^^^. *fc:f:i(l7)^jb^tifcC l-er/wdf^/v-S^^fc^b. R^ 
16 j3j;tJ«Riott, •^rtb^nm^UT. 7Kmim^*fc{iCl~4r/V'=3r/V'S^^ 

:bL acfcU R^—R^t^dSttSR^-R'M*. I^CT'tj^tL^tt^!tl5t LT 
^^5(^o■cv^Tt>J;v^o). (w) C5~i 2<^^^^U<f*z:^o^^mx 

is X xj^mnm^f-Hi^ ^t^tt s o ~ 2 ^0-^7" n ^-^t? c 2 ~ e r ^i^^r ^ 

^i^^^^*?U fi> C5~l 2(^^#'bb<«-^<D^m. -itc 



25 «5~1 2M<^^^*5b< «-^0^^^^^*?U mfiO*fc:ttl~4<D 
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2 — 5 T/V"¥ eife^-eem^ti/Tv^T ^ J; v\ ) . hv< itisM^ 

15 (1) (3- ((2, 3-i?7«^>'^-4- (((2S) -4-?tf-/\^-3, 

tKn-2H-l, 4-^vy::*-^f-S^V-2--f/W) p« h'^i^) ^^^V^ 
T^y) -4-7/V;^n:7ai=/v) g^^, 

(2) (4-^ on- 3- ((2, 3 - ^/V- 4 - (((2S) -4-7«^/^ 
-3, 4-i?t Kn-2H- 1, 4 2 — f/V') p« 

(3) (4-:J'nt2-3- ((2, 6-i?p«^/V-4- (((2S) -4-7^^/^ 
-3, 4-i?t Kn-2H-1, 4-^>'y:t^-^i^>'- 2 -^C /i^) p« h=¥ 

(4) (4 — ^na-3- ((5 n n - 2 - 4 — (((2S) -4 
25 -p«^/^-3, 4-t?t Kn- 2H- 1, 4-^>':/:^^'9-i^>'-2 — f 
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(5) i4-^uu-3- ((2, 5-i^^5^y^-4- (((2 S) 
-3, K13-2H--1, 4-^:^:/:t^'^i^:^-2-yCM 

(6) (4-t{^nn-3- (( 2 -7/1^:^-0 - 5 5^/^- 4 - (((2 S) -4 
5 -p<^/^-3, 4-i^t Ka-2H- 1, 4 — 2 

(7) . (4-;5'nt3-3- ((2, 5-i^7/l^:^vi- 4- (((2S) -4-^5^ 
/V-3, 4-i;?t Kn-2H- 1, 4 -^i^y'::*^^^ 2 -^/W) 7« f 

10 (8) (3- ((2, 3-i^^^^\^-4- (((2S) - 4-^^^/1—3, 4-^;^ 
fcKn-2H-l, 4-^:^y::^-^i^v?>'-2-^y^) p< h^^i/) 

(9) (3- ((2, 3-v?p{^/l'-4- (((2S) -4-7«^/V-3, 4-v^ 

fcKn-2H-i, 4-^>^>^;^^i^>^>'-2 — f/v) h'^-y) ^i^y^ 

(10) (3- ((2, 3-i^^'5^/^-4- (((2S) -4-^5^/^-3, 4- 
i?fcKi3-2H-l, 4-^>'>^;^=¥1^^^>'- 2 — T/V) 7< h=3r-:/) ^i^V 

(11) (3- ((2, 6-v^7«^/V'-4- (((2S) -4-p«^>'V-3, 4- 
20 K13-2H- 1, 4 -^V>^:^:¥f-v?i^- 2 -^/l') p< h=3r-» ^i^^ 

(12) (3- ((2, 6-i^;?«5^/V-4- (((2 S) - 4 - 7< ^^'l^- 3 , 4- 
KO-2H-1, 4-'^:/y::^=3r1?-i^^^- 2— Y/V) h=¥i>') 

^/W) T^y) -5-p<^/V:7i=yV') i^^, 
25 (13) (5- ((2, 6-i^^^/l'-4- (((2S) -4-p«^>'U-3, 4- 
i^t Kn-2H-1, 4 2 — fv'^) 7« h^->') --^i^y 
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(14) (5- ((2, 5-i>;?«^7V'-4- (((2S) -4-p«^/l'-3, 4- 
Kn-2H-1, 4-^»*';^-=3^i^^;?:x- 2 — <JV) p« h^iy) ^Vi/ 

^/i-) T^y) -2-7^^/^:7 0.=/^) i^^, 

5 (15) (5- ((2, 5 ^/W- 4- (((2S) -4-p«^/V-3, 4- 
i^tKn-2H-l, 4 2 -^/V) h^i/) ^i^y' 
-T/l-) T^/) -2-7/l';tP:73i=/W) i^^, 

(16) (3- ((2, 5 ^/V— 4- (((2S) -4-p«^/V-3, 4- 
i^tKn-2H-l, 4 — <^^j/::e-dE^1hi?>- 2 -^/l^) p« hdf-» ^^^V 

10 -r/l^) T5 7) :7rc=/U) i^^, 

(17) (5- ((2, 3-i^p«^/W-4- (((2S) -4-p«^/V-3, 4- 

KU-2H- 1, 4-^:/y;^-'¥•i^-:^^^- 2— f/v) p< 
-t'/i') T5:y) -2-:7/v^n:7aQ=7P) 

(18) (5- ((2, 3-v^^^/P-4- (((2S) -4-^5^/^-3, 4- 
15 i^fcKn-2H-l, 4-^>'>^:^-^Pf-e^:^- 2->r/V) h=3^^^) ^^^y 

^r/V-) T^y) -2-7«'^/V:7ai:=:/^) 

(19) (5- ((2, 6 -i;^^5^yV-4- (((2S) -4-7^^/^-3, 4- 
i^fcKu-2H-l, 4-^vy:^=¥1^e;?i^-2— </V) p« 

20 (20) (3- ((2, 6-i^^^/V-4- (((2S) -4-^5^/1^-3, 4- 

i?fcKn-2H-l, fV) :^ Y^%/') ^1^-7 
-f/V) T^y) -4-^^/V'73i::^/V) g^^, 

(21) (3- ((2, 6-i^p«^/^-4- (((2S) -4-^^/1^-3, 4- 
i^^fc Kn-2H- 1, 4 — <>'y;*-^i?-:?>'-2— T/i^) p« h^'^') ^^'^ 

25 -T/l^) T^y) - 4 -7/^;ft3 731=^/1^) i^^, 

(22) (3- ((2, 5-i^^^/^-4- (((2S) - 4 5^/1— 3 . 4- 
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Ka-2H- 1, 4 — t>':/:^^^i:^l^-2-^M ^ h^f^i^) ^^^y 

(23) (3- ((2, 5-i^;^^^]^-4- (((2S) -4-7«^^V-3, 4- 
>:;'b:Kn-2H-l, 4 -^:/>^;^-'3ri^>^:/- 2 — f/V) 7< 'O'V^ 

5 T^y) -4-^^/l'>'3i=i/V) g^^. 

(24) (3- ((2, 5-i^p«^/l— 4- (((2S) -4-?if-/U-3, 4- 

^>'v) T^y) -5-p«^/w:7 3.— /V) g^^^ 

(25) (4-iJ^no-3- ((4- ((2R) -2, 3-i>tKa-l, 4- 
10 ^i^ye;^;^df->V- 2 — f/Vp< b=3E^V) -2, 6 -S^p«^7W^>'y-f/V) T 

^7) 7^::=:/^) g^^, 

(26) (2-;^^ot3-5- ((2, 3--:^^^>'V-4- (((2S) -4-;^^ 
/W-3, 4-v>t Ft3-2H- 1, 4-^:/y:;e-^-!hi:?>'-2— f/w) 7« f 

15 (27) (2-:^^na-5- ((2, 6-i^p«^/V- 4- (((2S) -A-i-^ 
/I— 3, 4-i^t Kn-2H- 1, 4 — <>'y;^^f-^>'- 2 — < M :^ V 

(28) (2-^an-5- ((2, 5-i^^^>'l'-4- (((2 S) -4-;?«^ 
/W-3, 4-v^t Kn-2H- 1, 4 — <>'y:^=3ri^v?:^- 2 — f ^'l^) p« h 

20 ^i/) ^i^y^/P) T^y) ^air^/V') 

(29) (4-;J'l3ci-3- ((4- ((3R) -2, 3 -i? t Ko - 1 -^V 
y7 9V-3-^/V;?« h'^'V) -2, 6 -v?y ^/V-<:/y^7V) T^/) 

(30) (4-:^ on- 3- ((2, 6 - v?p« ^/V— 4 - (((3R) -5-p<^ 
25 /^-2, 3— i^k Kn-l-^>'y77>'-3-'f^V') p« h'Sri^) ^^^y-f 
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(31) (4-^ an- 3- ((4- ((2S) -2, 3 Kn - 1 

2 h^i/) -2, 6 -i^p<^>'^^V>^-f/W) T^/) 

(32) (3- ((4- (1, 3-^:yy^i^::t^y—J\^-2-^/U;Ah^iy) - 
5 2, 6-i^;^^/^'^Vl/>r>'V) r^y) -4-:J'aci:73:=:/U) g^^„) 

3^. ■*yb?il'-2®<^^mM^, l'-2B©mmM^*5j;t;?/*ytfi:1^0 

f-^'-2->r/K ^>'i/:^^i?-^Ti^-2-^7K i^M V^n^^-:/^ 7^^- 
/K 'f>'Kyi^-2 — T/K :J3j;t;?-i'>'Ky V-3-^>'V'd*P>3l^^tt^S 
20 4. n;652~4<DS^-efe5^2|B^O'fb-^i^. 
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R3 R3 R3 




R» 



(^4'> -r-^TcoiB-^f^iai i:i^C5i:*^^fc>"ro) -efcs«triB5iBm<^ 

7. R^;&^ ^tL^tLM^^L-CdVNn^^^-i^^, (2)C l~6T/l''¥/^S. (3) 
5 C I ~ 6 dr->^. *:^cf*(4) h y ^ ^/^»t?feSSulE 6 |BS<^'fb-a' 

8. R*2*3j:tJ?R»^«S, ^tb^tb^STLT. (1)C l~4T/V!3f/VSs (2V> 

9. (1) 2- (4-tJ'no-3- (( 2 -^J' a a - 4 - (((2S) -4-7^^ 
/I'-S, 4— S^b: Kt3-2H- 1, 4 -^>'y';r=¥f-':^>'- 2 — T/l') 

15 ^i^) T^/) :7ai^/l') -2-p«^/l'^nx-?>'^, 

(2) (4-:J'an-3- ((2-:^'nn-4- (((2S) - 4 - ;^ ^^v- 3 . 
4-i;'fc Kt3-2H-1, 4-^>'>^:^dfiJ-i;?:/— 2— fyw) p« h=3fex) ^ 

(3) (4-tJ^i30-3- ((2-^cia-4- (((2S) -4-;?«^/^-3, 
20 4-i^t: Kn- 2H- 1, 4 -'<:/y:^^f-S^:/- 2 -^/W) p< h'^i^) ^ 

(4) 2- (4-^X2Vi-3- ((2. 5--:^p<5^/W-4- (((2S) -4-^ 

4-i^fc Ka-2H- 1, 4 -^i^j/^^f-:^:/- 2 ->t'>'V) p« f 
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(5) 2- (4-^nn-3- ((2, 6 ^/V- 4 - (((2S) -4->( 

Kn-2H- 1, 4 2 — T/^) 

(6) 2- (3- ((2, 5-i?p<^/U-4- (((2S) -4-p{^yW-3, 4 

5 — :^t: Kn- 2H- 1, 4 2 M h^i^) ^^-^ 
-f/l^) T^y) — 4-p<'5^>'V:7 3^:=:7V) — 2— ^^/v:7^ay-?v^^ 

(7) 1- (4-i5'nn-3- ((2, 6 - ^/U- 4 - (((2S) -4-^ 
^/V-3, 4-i^t Ka-2H- 1, 4 — ^:xydE^i^e?v- 2 -^/V) >^ h 

10 (8) 1- (4-iJ^nn-3- ((2, 5 ^/l^- 4 - (((2S) -4-^ 
^/^-3, 4-e?t KC2-2H- 1, 4 — oy'3ei^e;:/- 2 — {/l^) 

(9) 1- (4-i5^i3i3-3- ((2-:t^7^-4- (((2S) -4->^^/U- 
3, 4-i;?t: Ka-2H- 1, 4 -^>'J/=3Mhe;?V- 2 — T/V) p« 

(10) (4-i}'nt3-3- ((2, 6-i;^y ^71^-4- (((2S) -4-^^ 
/l'-3, 4-i^fc K13-2H- 1, 4-^:>^y:^^'^Z^>-2-^jl-) ?i h 

(11) (3- ((2, 6-S^^^/V-4- (((2S) -4-^^/1^-3. 4- 
20 v^tKci-2H-l, 4-^i/y:^dr1^i>>'-2— Y/l^) y h^i^) ^^^y 

1 0 . ( I ) 
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O 




(^4'> ir^x(Dn&-^i-imsii t\mcM^^mt>-ro) -v^^ti^it^m. 

5 1 1 . D p^^(*:it^^j-efe 6 BuiE 1 0 wm.<omMM^m. 

1 2 . D p ^mW'^^'\SEmm><D'^m^ a tj^y* tcm^mm-^^ s mu i o la 

ag^ttjfiLWi«8. ^tfc^jti*^. m^^^'!>mm. 

20 15. m^mWt(D—m^ (I) -e:^$ttS'fb-g-i^s ^ttboiSx -ieixp>(^ 
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10 :irS2:U 

18. Hifia 1 fB«fe(D— jig^ (I) •^^^ttS'fb-^iifej, ^tih<Dm.. 

C 1~4T>'^=^/V'S^ bT«. pt^/K ^^/K T'ctf/V, 
^^S^iift't'x C l~6T/^=^/V'S^ UTf^i. :3i^/K TT'of/K 

20 ^viiT/i'^/i^m^mifhith^o 

2K=3E^->. >ry:;^n2K^v^. zfh^->. ^y:fh^->. sec-yh^->. tert- 
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xia^^zy^ ^ y':fu^^iy, zfh^iy. ^yy h^^^, sec -y'h^-y. 

4-p<^>'^^:/^/^7K 2-3^^/P:;^^y^/K 2. 3 
15 i*:^^*^'^ hy^M3j?<^7i.S^fi, 3^©^Nn^:/ll^T?^j^$ti/yfc7« 

20 ^eg^^t". C 2'-4 7'/l-ir-U:/gt UT«. If— l^i^, Ix^^^ 
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7k^i^^=•^ C 1 ~ 6 T/V:^/^^. C2~6Tv'/PS^ ^fc{*Cl~6 

10 m^\t^ - (CHg) 2-NH-. - (CHg) 2-N (CHg) 

- (CHa) 2-0-. - (CH2) 2-S-, - (CHg) 8-NH-, 

- (CH2) 3-N (CH3) -CH2-CH (CH3) -CH2-NH-. 
-CH2-CH (CH3) -CH2-N (CH3) - (CH2) 3-O-. 

- (CH2) z-s-^^<n>mmMrf-. wmma-. 

15 5 l~2^C>^7"nil^^-g-t?Cl~.6<?5it^^*3i;t;?5)-^;[^T/i'=3E^Vi^S 
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r/W^:^^^^, M^f^^ -CH=CH-NH-> -CH = CH-N (CH 
3) -CH=CH-0-s -CH=CH-S-. -CH=CH-CH2- 
NH-. -CH = CH-CH2-N (CH3) -CH=CH-CH2-0 

5 -cH=cH-cH2-s-S(D^^j^^. mm^^. :$5^nmMW-^ 
i^z:iui^m^^'^=-\^^^^^<o 1 L< i^2m<Dmmm^'f-tmmm^ 

*3j;T»llll^dib^f^tb5 1 t>U<^*2^©^7"^l^^^^:e#m*^oTV^ 
^C2^6TjU^=^\yl^&. M^it. -C = C-NH-. -C = C-N (C 
20 H3) -C = C-0-^ -C = C-S-, -C = C-CH2-NH-. - 
C = C-CH2-N (CH3) -CSC-CH2-O-. -C = C-CH 

2-s-m(ommm^s mmm^f-. *5<ttj«aiiim^d^e>^jiti.si~2^o 

25 h?>o 
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/v^/K :^J'^^^^^. 2-1: Kn=af>>'jr^>^K 2 -:::*-^y^^/K 
5 iy^^/l^. 1 - 1 Kt3 =ar->3i^/K T-fe^/K 3 - k Kn ^ri^:/i3 If/K 3 
-^^y>^i3t:VK 2-;^7/l^5j^=3riX3i^7K 2 - 1 ^i/>^n tVK 2- 
;r#y:7'n tf/K 1 - 1 K^saE^i/'- 1 4 - 1 Kci^i^T'^ 

/K 4 -^'ap-y 3 -:3&/V7i?=¥->':7'n if /k 3 - 1 Kn ^iy:f^/v^ 
3 y r^^/K 3 - 1 Kn i/- 2 - 7« ^/Wy^n tVK 2 - p< ^/V- 3 

10 -;^-'?ry7"n tf/K 2 -;«77P)!K=3ri/:7'a tT/K 2 - t 2 -t^ 

:/ti If 3 - fc K p ^i^- 1 - p< ^/vrT'n tVK i - ;^ ^/v- 3 - y 
:7'n fcVK 2 -;!&yV/J^'^i/- 1 2 - k Kn ^->- 1 ^ 

/v^nlf/K 1 -^^/l'-2-;^-^y7'nl:VK 1 - 1: Kn d^^^- i ^ 
n tr/W, 1 - b K n =^ ^/v^ n fcT/v, 1 - ^ /v;:/ n if l - 
15 If 2 - 1 K n 1 , 1 - ^/i^^^/W 1 , 1 - 

p« ^/W- 2 -:^=ar y ^^/K *fcl* 1 1 - ^ ^/vai^/i^^ 

2|C§^j|B#f. l^'^b$ttTV^•rt)J;V^Cl~4T/^^/VS^UTttx 1~3 

^t^/i'. T'nif/i/, ^y:/nif7^, 4 y:f^/i^. sec— 

25 31 ;<7yv^d(^'>7<^/K 1 -fc Kn^^ri^J^^/K T-fe^/K 3-1: Kn 
ds^VP^nlf/K 3 yy^D tf/K 2 -;&/W2j^=3E^i^^^/K 2-l::Kn=ar 
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-t Knd^->>^^/K 4-:^=3ry:?'5^/K 3 -:*/i'3K=^ t'>'K 3-t 
Kn =¥i^:7'^/K 3 -:^=3ry ^^/K 3 - b: Kn df^t^- 2.- :^')-fV'fxi tVK 
2_;;i<^/u-3-:^dfy:/aif/K 2 -:J^7/^7}<=3^^/::7^p fcf/K 2-fc Kn^ar 
5 i/- 2 - p< '^jVZfvi l^/K 3 - 1 K n ^i^- 1 - ^ 'f-jvzfn fcVK 1 - 
/w- 3 y :7'n tf/K 2 -;&/^3ij^'=3f^-:/- 1 - p« ^/P^^/K 2 - 1: 

i/- 1 — ^ ^/l^T'n If/K 1 - P« ^/v— 2 - y T'n tVK 1 — t K o 
d^i^- 1 —^^;vzfxi f /K 1 - ^/WT^n l:f>'K 1 

10 ^/K 1, 1 -i^P«^/l'-2-:^^y:3i^/K ^fciil -:*/V:e?=ari/- 1 - 

/I'^irUTf*. J^^/K ^^/K n-:/t3fcr/K -Ty^nlf'/K n 

20 -:/^/K y:^^/K sec-:/^/K tert— I^^/l^. ^^'^/K ^^ari^/K 

xh^T^i^/K ^ViJ'xi^/K ^=¥i^7^v'>'K ^^^yf\y^ 
J -^f^jv^ -< ^ ^yjvmm(n>mM^-^ <t t;«:$>^*t<^ c 1 ~ 2 0 r)V^)vmm 
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ynt!'>^VT^7. i^:^^;vT%y, i^s^^A-T^/^), N-5^#^T 

T3 T/V^/l'— C 1 ~ 6 T/V:3 ^i/S (M;^f^^ i^^ni^^f^^/l'y^/W:^^^^ 

n^:/^/Vzn^/^;^-:3E^t/^^) ^ c 3 ~ 7 iXiJ' n T/^:^?^/^:^:^^^^^ 
10 (M;t?i, n^dE^ix/^:;r=¥i/S^). C 7 ~ 1 ^7 f^^A^-^^^^^ 

15 (Mx.f^^ T-feh^->x :t^/k;<7yl'Si?=i/W;r'3ri^^). CI ~ 4 T/l''¥/V'^ 

y ^/VJ^/Wjfxnyl^, a:^/W;^/W7}x— CI ~ 4 T/\^^/l^:^/l^:^=- 
20 O^^^y^/l'Jj^^/V^^). Ti//l'^ (^Jx.r^. si^/l^^/K T-fe^/K 

^-^y^/K fcrx^ci'i'/i'^oci~6T/^:!?7y-f/^S, ^J;trf. ^:/>^^/i^ 

<DC6~l 0^##;<;/^2l?=/wS^) ^;5S^t-f ^>tt. ::tLe3(^)'tt#(^Sm« 
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J:V^C 3 ~ 1 5 <^^^. -^^fcJtH^^^S^^l^tfe^mmt-^^ k'n^'^b 
15 [4. 4] [4. 5] 7*;&>'s [5. 5] t^i^y^^i^. 

[2. 2. 1] IfS/^a [2. 2. 1] 

y, yf'y^u [3. i. i] ^-f^^y^ if>>^n [3. 1. 1] ^zf^-T. 

-:x.y, \f-y^u [2. 2. 2] ::*-iJ'j?:^, tfi^tJ^n [2. 2. 21 ^ 

20 ^gilS^^b-cv^-c^>J;v^^m#SJ ^LT(Dei%Si:L-Ctt. Cl~8 
T>'Vdr/V'^ m^\t. ^^/K n-^^ntfv'K 'Tyi^'nfcf/K n- 

-ry:/^/K sec-:/^/K tert-:/^/V> ^i/^^'K ^^v'/^^ ^ 

6T/^3dE^i/^ mx.it. y h=^i^. :/njif=¥i^. ^^iyj}^:t^ 
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31 b dr'>:!&/Vjjf cr^/K tert-':f h ^iy:^/V:^=^/l^) ^ C 1 ~ 6 T>'V=3f./V*/V' 
~4T/V:3S-7V^^S (^^Jxiff. -f 

fyyi^i^, T*^H'>', i^'T'^f^'. 77>', fcr7i^^ 

^rv'Kyi^v^ ^vy^^^/s ^'y^vy^^v, -o'y^;^-^^^^', -ry 

y^^. '3E-/ys^v. :/yi^. :7^7S^>'s ■^'r)>i^:y. •^^'^y-^v, df^y 

25 ^-^vi^. =¥-^-yy:/. s^:^yy^^. ^i^yj^^-^p-y-y— ^:^y^T>^— 
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^Ti^T-^ifv, ^vyr-^tfv, ^vv^s^i'r-^trv, '<i^v':7 9if^^x v< 
^cn-i^^- h y v?^. :7:n-^>'bn y ^i^>'m^;6swbtb5o mm 

10 1 ~ 5 m<0^7' n M-^^^-^tf ^ —las* fcJ^^gPI&fP $Hfc 3 ~ 1 5 M<^5^IS. 

xh^yy:/, xh^yyi^i^. if^yy:/. if^j/yi^:^^ i^tK^i^y 
t: Kn tfy i^t K^T-^f:/. T^h^fc Y^T-^yfi^^ t 

i^T-^t'^^x :t^^^=7l^. yi-^'t^^^ -^tKn7^:^> xh^tKci^^ 
25 KP-r y:*-'¥'!^y— ^'K 7" h^fc Ko^ y;e-:^i^y— /v- y;^^1?-^y 



23 



wo 2005/02845S 



PCT/JP2004/013983 



15 5/^:^:7 a; V, i^t Kn>r y^V)/'^;^-73iV^ y^— fc Kn^ y^iyy^;^- 

Kn^y^f-y y V, y-^—k Ka-f y^^y y Koiy^^i^v^ 

X h7t KndE^ydE^-y-y y-?— t Kn^y d^f-y v. i^t Kn:^'^^ 
y 7" h^k Ko^-^y y V, y^'— t Kn^^r-^yy i^t Kn^/^^y y 
h7 1 Kni^:/y y y^— fc Koi/iyy y ^:^y:*-=^r-y-^Tv. 
^;?t: KT3^iyy;r^1^e?>', Kn^:/y^Ts^v, tr^t^y^/i'sj^y 

25 S^t K^^:/y:^:3s^1^y— y-?— Kn^vy;r^1^y— ^^^k Kt^-^ 
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yl'^ ^^/K ^^/K n-yntf/K ^ tVK n-y^/K 

yy^/K sec— y^/K tert-y^/K ^^'^/K ^'^^/v'K ^y^/K 

ynfcWT?/. -y^^/i-T^y. i^ai^/^r^y^). ci~6T/^=t^ 

/K tert- y h ^iXj^yv-sH^^/V^) . C 1 ~ 6 T>'l'=¥/^;?7/^Jl?=/^:^^ 
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^;x^:=:/K ^=3rV=/v^<Dii:0)l;Jt*5J;t^^ii^4^t<^c 2~2 or 

20 rg^^tLTV^T^ J;V^7:iir:i/l<'Sj (DM^^tX^Xfi, m 

^t£. CI ~ 8 T/l-=ar/l'S (^J^f*. ^^/K ^^/K n-:/nlf/K -TV 
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:j{7;W7I?=/K ^ h=3rv':i;/V/}?=/K tert-:/ h^i/:^/l^:^^>'^^)> C 1 ~ 6 
5 if/^^;^-. i:^^/^^:^-^). ^^n^i/lg^ (:7 5,^, Hi^^), 

C 1 ~ 8 r/W=af /V^ (M;tf^x P^^^/K ^^/K n-:/ntVK -TV 
10 T'nlf/K n-T'^^/K ^y^^^/K sec-v^^^^/K tert-::/'^yK 

5/. :3t^/vT^y. T'ofcVi^T^y, -:?^^^i-r^y, t?^^/^T^y 

15 ^=^ri//W:^=3riX^). CI ~ 6 T/l'=i =3E^i/;i&/VjK=^/V^ P« 

;^;/V7j?;r:/K ^ h ^1^':^ /V^^/V, teit-Zf h de>>;;&/V7i<— /l^) , CI ~ 6 

tf/w^:^. (:7 5/^. ^m. a 
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c 2 ~ 6 T-yji^m. ^tcnc i — e r^i^^^ ^->:ijju:^=^/vm m^it^ 

r-x?, mm^irUTf*. m:k.i-£s C 1 ~ 8 Tyw=3f /WS m^it. t^^/K ^ 
^/K n-r/nf/K 'fyyntVK n-:;^^/K -fVy^/K sec-::^^ 
/K tert-:::^^/K ^:/^/V'. '>-'3e^->/k ^:7'^/K tK^S^ 
T ^ y = h ^ / fc{:i>^- C 1 ~ 6 T/v=3e^/^ 

10 T^ym m:^t£. p^^/i^T^y. 3i5=-y^T^y. T^otVi^T^/. 

/u^;^, 31^/1^^;^, y^ntVV'^:^. l/^/w^:^^). ^m^^^^M^ y 

■» (CH2) 3 % (CHg) 4 ■» (CH2) 5 — > — O — CH2 — \ 

20 -o- (CH2) 2-. -o- (CH2) 3-. -o- (CH2) 4-. -CH2 

-0-CH2-. -CH2-0- (CH2) 2-^ -CH2-0- (CH2) 3-. 

- (CH2) 2-0- (CH2) 2-. -NH-CH2-. -NH- (CH2) 2 
-NH- (CH2) 3-> -NH- (CH2) 4-x -CH2-NH-CH 

2-> -CH2-NH- (CH2) 2-^ -CHa-NH- (CH2) 3-^ - 
25 (CH2) 2-NH- (CH2) -N (CH3) -CH2-S -N (CH 

3) - (CH2) 2-. -N (CH3) - (CH2) 3-^ -N (CH3) - (C 
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Hg) 4-^ -CHa-N (CH3) -CH2-. -CHg-N (CH3) - (C 
H2) 2-^ -CH2-N (CH3) - (CHa) 3-^ - (CHg) 2-N (C 
H3) - (CH2) 2-x -S-CH2-. -S- (CH2) 2-. -S- (C 
H2) 3 % S (CH2) 4 > — CH2 — S CH2 — CH2 — s — 
5 (CH2) 2-^ -CH2-S- (CH2) 3-N - (CH2) 2-S- (CH 
2) 2-S^3^5^tf ^tLSo 

«x tK^M^F. C 1 ~ 6 T/V^/t-S. C 2 ~ 6 T i/'/V'^, *fc^iCl~6T 

^^l£T'Slfe$tLTv^Tt><tv^o ;i ^11?. gIfiSibTti. M;tris ci~8 

T/l'^/vK (^;tf^. ^^/K n-T'nlf/K -TyT^ot'/K n- 

-< Vzff-J'V^ sec—zf'^j'V, tert— y^/v^ ^^'^yv^ ^^i/>'K ^ 

;VT%y. :/nfcVV'T^y. -:^^^/^T^/. i^rn^^l^T ^ / ^) . Cl~ 
6T/^3dr^/^ (^J;tri^ p« h^i^^ Jih^r^/. TT^nzK^rV. ^dr'>'>'V:^:2!r 
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->-4T/l^^/i"^:^m (09 ^f^. pt^/w^:*-. ^I'^/v^;*-, zfu}^/^^:^^ zf 

^/i^^:tm). y^x^^'^m^f- (:7 5,^, mm. ^m. ^^m) ^-d^mif^fi. 

^!^6<Jiilf*. mx.ti. -CH=CH-CH=CH-. -CH=CH-CH = N 
5 -CH=CH-NH-, -CH=CH-S-> -CH=CH-0-. - 

- C 1 ~ 6 T/V^ae/VT ^ y S m^tf. P« ^/VT ^ / . :3^^/WT ^ 7 . 

15 N — 73i=/V-N-^^/WT^ yS, N-:73i— /V— N— ^i^/W 

T5yS> N-73iri/V-N-:/Pt:V^T^y^. N-7:ji=/^-N-:y^ 

^-wi^T^yS^). ci~6ryw=i=ar'>S m^t£. 7< h=¥-2^. ^h=¥V, 

20 /V- CI ~ 6 T/V 3 ^ (^aj ^ > i^^X2^^ ^Jl-:t^ 

P^>^/Wa^^/V:^-dE^'>S^) , C 3 ~ 7 13 T/V=af/V:^'3E^ (^Jx.t^. 
^y^n^^^yjV-^^l/^W). C 7 ~ 1 5 T^/U^/V':^=ari/S (^J;tfis 

25 :;57/^/K=/^S (0!I^ff. p< h¥v';&>'V'7K:=^/K =^V^i/i3)\^i!^=^)\'. tert— 
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tf, ztn^^jv^^^ -f^jv^ir^). ^^xi^^^W^ 

TV/v^ r-fe^/v. 

10 2|s:?giB#4'. 2(Dm-nhv<i-i~m(ommmt\.xn. C5~i 

'^^a^^-fe^^ i/^ 

imum^. 5~i 2M©^^t>b<«— ^<^^^^^l-•^^*^ i~4^@ 
^<D— ^a5*fc«^gP3iSfa»$3^Tv^5^^#>$s^^f e>tb5o m^\t. tf^i— 

fy^i^:^. tfy^i^i^, T-^tf:^. i?T-^ifv, 77V, tr^ 
KwK ^y^^'K— >'K ^vy^^v. ^y^>'y77>'. ^>^y^;^ 
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^y^/vi^s ^yvi^:^. z7^=7i>i^. •r-^'^Vi^iy^ ^/^"^vi^. 
5 ^:^i/^T"€fcrv, ^:/)/T-^bfv. ^i^)/-:^T-^brv, ifny 

y-i?i^, tf^v^y^'. if^yyi^v, Kct^'y-:?>'^ -xh^tKntfy 

Kn If y 5 ^ h ^ t Kn t° y 5 i;^^:/, t Kn y ? 

10 Kof y 7^ h^fc Knlfy ^i^V, x^— Ka t^y t;?t 

KO'f y:^#i?-y— v'K 7"h7fc Ko^y;^-=aE-^^y— (^f y::*-def-y y 

l>7k Kn^Ti^>'x i^t Ko^T-^lf:/. v^h7t Ko^^T-^tr^-, z-^— 

k Kn^T-^tr:^, ^/i^sfcy:/, ^/I'jii^ y :e-'3ri?-^r^^. e^i^^y 
25 yi^. v?;^=^^f-^'> -r:/Ky:^. y-^' >- Ky v^b Kn^:/y77i^x 
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^y y-?— t Kn'^:7^y -^^i^, K^^y ^f-y T'h^kKn 

10 v:/y y t Kni/vy y ^>'y':^^•^^^T>'^ i^t Ka^^-y 

t Kt3^:/y;^^-y-y— /K Kn^^y^ry— /k t Kd^i^y 

i;?t Kn^^'yr-^tfi^. -t" by t Kn^^^yr-^bf^^, i;?k Kt2^:/y^ 
15 r-^H":^. T^hyt Kn^vyi^T^trv^ ^vyi;?:;*-^-^^"?^^^ i^t Kn 
^>^y:^^1^■^fc:•i^, T^hyt Kn-<i^y:^dE^f-^tf b^xSo 

^f^^yyi^^^. tryyy-:;?:/. if^y-:;?:^, i:--<yi^i^, y-?— tKntry 

^i;?^, y<—\ih*r=ti^]}^Z^>'. 7"bytKny9i/> 7^ h 7 t Kn 

y— i:t^-t'^V Th9ii Kn^ y:^:^-y-y— (>r y;^-#1^y 

25 yi^^-). X hy t Kn^ry— (^Tyys?>'), T^hytKn-ry^r 

y-yu- (^y^^ryy s?:/). 7" h^t Kn^^-dM^-i^^^-, xhyt Ko^T 
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i;':/. ^/I'jfjy^'. :^^1?-^rv> 

/K f^y^— /K t'yi^:^. if^i^i^x ify^i?^'. fcfUiJ^i^^v, :77 
f^^', ^;e-:7ac^^, ^:^t^7:^s ;^-=3r1^>^— /K ^y:^=^i^y— 
10 ^ry— ^y^ry— ;^-=3{^1^i^i^. ^re^^'. tfay^-, fnye^ 

t^yt^i/. 7" h^t Kn t-y i?^', i^^yi^:/, Kn f^t^:^. 

fcKntf^i^i^^ i^^fc K a bfy ^ h7t Kd 

X-?— fc Kni^y ^ v?^', i^fc Knif y X h^fc Kntf y 

20 /K Kn^ry— (^ryy-^^-). v^n Kn^y^ry— /k 

*:y>'^ y ;*-dr1^f=-Ti^s ^^::*-^y7V, i^:;^-drf->'^^3dS 
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m:k.t^. T/l'^/l'm. T/V-Jrn/wS, T/V^^^/l^^. T;l-:=t'^i^m. TfV^ 
(E. Z. i^;^. ^^^m<^#?fe^{-i:5Mi4^*: (R. 

10 «H4^ (i^fiitt^. i&m^m. w-mit^m. mmm^^. ^ti^(o^M(o 

*^B>^(c:*5V^Tfi. #(^lif*>e>:^c^v^|5Bt5^ ^^#{c:toTPje>:a>j^^ J: 

la-i- j:i^®<^rR]c ^-teii (•r^^:b*> a -sag) ^cjg-a'bTv^s;l^s^^ 
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T/^^as^/Wb. y i^ifefb^n^^b-^i^ (M;tfi. — iiS^ (i) -e^^ti.S^b'^ 

'fb> (5 2-::^-^y- 1 , 3 ->?;r=3ry 4 — T/V^) ;^ h =3r 

/^;^=3r-:^^ ^/Wbx T-fe h ^/Wb. tert-:^^>'Wb ^ ttfe'fb'&^Jjfc 

i:');-^^ (I) -e^$tLS'fb^i^/5S7KmS^^-t-S#'^. ^07K^S>55 
r'>/Wbs T/i^df/Hb. y:^m{b. jJ^^^m'Tb^ttfc^b-a-i^ (^Jx.fi> — 

T ^ y p< f^/Vji^/v-jJ^^/Hb^tLfcfb-a-^J^^ if) ; — ( I ) T-^ ^ti/S-fb 
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i^/ua^::^'r/Ht. ( 5 ^/i^- 2 -;*-^y — 1 , 3 --✓^;^-=¥y i/^^- 4 - 
K 7 ^«7Kfpi^*5 J: tJ«#^7KfP«^ V ^-f tbT' o T J; V \ 

15 fcSo 

c i~6T/i-=i=3fS^SH m; p« ^/v-S. ':^TyS. ^^i— 

m^. c 1 ~ 6 T/^=3^/^S^ c 1 ~ 6 r/V'=»^>'S*fcf*7K^S'efc5o 

20 — (I) R^i: b-C0*U< Ji^M^-J^^-l^^^, Cl — eT/V-dE-y^ 

— ®^ (I) 'f. R«^ bT0*b< ttC l~4T/^^>'VS*:fe:«:7ai:x 
25 ^^MXh^o 

— (I) R*^ bX0^L< ttTK^M^^. C 1 ~ 4 r^'^^/l^^* 
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— (I) R^^ UTif^b<{iC l~6T>'V^>'i^S. Cl~10 

10 — /I5^^ (I) R^^t bT0*U< C l~4T/l-=af/i.^, yNn^Jr*:/ 
— ^^^^ Ri^^R^^t^m^-a-t^iiri: lxT0*U< V^TtL^^;iS7K^ 

^ym. :^'^\yi^^^fcn- (ch^) 2-0- (ch^) 2-*-efcSo 



25 ^::e-:73.i^. y:^-=3plhv'— /K ^T^— /K 

-fy^ry— /K ifnye;?:/, ^^^^yyv^v, tf^yv?>^, t'^^i^v^ 
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10 J[^^;6=»e>3St^tbS0~2<@<^^7'ail^^-^tpC l — er/^drl^vS, (2)C 

l^^^-^tfC 1 ~6T>'V'=¥V':/S. (2)C 2~4T/W>Jr=ix>'^, :*fcfi(3) 
C2~4T/V'^r^l^:^^-^&t). #l;:0*U<«(l)C l~4r7W:^rl^:^S. 
15 (2)C 2~4r^l"ir=:l^:/S^ *fcJi(3)C 2 ~4 T/P'^^^^ U'^'S-efoSo 

(a^? C5~6©^^^^^. *fcf*l~2^@<^^^J!i^. 1~2^ 
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20 2— T/K ^^y^^^1^^T>'- 2-^/K t 9 V- 2 — ^ 

e^t Kn^>'y'>'7>'- ^^^y-:^;^=¥y— /V- 2— Y/K 

i^t Ki3^>'y':7 7:^-3 — f/K Ky 2 — T/K */bfi^:/Ky 
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(I-a) 



(I-b) 



fcf±— (I-c) 




10 
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:*:^§gc^:Srfls:e<jjfc^b-a^i^^ U-Cft. (3- ((2. 5-i?p<^/V-4- 
5 (((2S) -4-;»{^/V'-3, 4 Ka - 2 H- 1 , 4 — 

i?V-2 — f/V) ^b^ix) ^i^>'-l'/^) r^y) g^SI, (3- 

((2, 6-i^p<^/V-4- (((2S) -4-^^/U-3, 4-i^fcKa- 
2H-1, 4-^>'y:^-=^1^^^^-2— f/l') p« ^Vi/^/U) 
7) 7cn:=i/V') g^^, (3- ((2, 3—:;^;>i^/l— 4- (((2 S) -4-p« 
10 ^71^-3, 4--:^fc Kn-2H- 1, 4 — 2 -^T/V) P« 
hdE-i^) T^y) >':n::^>'l') @^m> (3- ((2, 5--:^P«^>'^ 

-4- (((2S) -4-p«^/^-3, 4-i^t: K13-2H-1, 4 -^i^v' 
:r^1^i^V-2-^/^) ^h^i^) ^V)/^7U) T^y) -4-:7/w:;^-n 
/V) (3- ((2, 6-S^y^/^-4- (((2S) -4-y^7l- 

15 -3, 4-i;?fc KO-2H- 1, 4-^:^^y^^i^v^:/- 2— f^W) p{ h=¥ 
i^) ^i^-y^jv) T^>) -4-7/w;^-i3:7ai=iyi') i^il, (3- ((2, 3 
-i;^^^^l—4- (((2S) -4-y^/V-3, 4-e;^t: Kn-2H- 1, 

4 — <>^y;e-^i^i?>'-2— fv'v) p< h=ae->') ^i^y^/u) T^y) -4- 

7 31— /V') g^^^ (4—^v3u—3— ((2, 5 — ^/l'— 4 — 
20 (((2S) -4-y^/V-3, 4-i^l: K13-2H- 1, 4 -^:/y;^^r1^ 
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((2, 6 -i^p? 4 - (((2S) -4-p<^/l'-3, 4 

Kn- 2H- 1, 4-^>->^;^-ar1^v?^^-2-^/l-) p< h^ix) 
^/'T^V) T^y) -^zc^/V) (4-^nn-3- ((2, S-i^pf^/V 

-4- (((2S) -4-p«^/^-3, 4--^^t Kn- 2H- 1, 4 

(3- ((2, 5 -i;?p«^yW-4- (((2S) -4-y9^/V-3. 4-i^t 
KC1-2H-1, 4 2->r/^) :^ h^i^) ^l^:/^ 
M -4-^^/V'7 3::=i/U') (3- ((2, 6-i^7<^/W-4 

- (((2S) -4-p{^/^-3, 4-i;^t Kn- 2H- 1, 4-^:^^';^^ 
10 i^i^^-- 2— f /U-) p{ bdPi^) -<i^)/^/U) T^y) -4-y^/W:73iC=: 
M g^SI. (3- ((2, 3-i^^^/l'-4- (((2S) -4-y^/V-3, 
4-i>fc Ka- 2H- 1, 4 -^:/y::^^f->?>'- 2 --r^V) ^ h^ri/) ^ 

vv^-r/k) T^y) -4-y^/v:7^=i/v) i^^, (3- ((2, 5--i^^^ 

/V-4- (((2S) -4-^^/V-3, 4--^t KO-2H-1, 4-^:/ 
15 >^:^-^i^-:^^^- 2 — <7U) h^iy) ^l^y^^/v) T^y) -S-y^/i' 
Z7a^=^/U) (3- ((2. 6 -S;?;^ ^71^-4- (((2 S) -4-^^71^ 

-3, 4-i?t Kn-2H- 1, 4 -^V^i^^-dE^f-t?:/- 2 — f/l^) :^ 

-y) ^^^-J^jv) T^y) -5-p<^/w:7 3.=i7W) s^m^ (3- ((2, 3- 

^71^-4- (((2S) -4-y^/V-3, 4-v?t Kn-2H- 1, 4 
20 -^:/>*':^dri^i?:x- 2 — T/V) y h'^i/) ^VV^^/l') T^y) -5-y 

^/p:7:t=i/i^) (5- ((2, 5-e;?y^/V'-4- (((2s) -4'-y 

^/V-3, 4-i;^fc Kt3-2H-1, 4-^:/y:;e-^ihi^V-2-^/^) y 

hdfv^) ^^^y^r/v) T^y) -2-7/v^D:73icr/i.) (5- ((2, 

6-i^y^/l'-4- (((2S) -4-y^/^-3. 4-'i?t: Kn-2H- 1, 
25 4-^W^=¥1^i^V-2— T/l^) y b=ari^) ^^^^-Y/^) T % J) -2- 
:7/V';ti3:7 3;n/V') @^^, (5- ((2, 3-i^y^7^-4- (((2S) -4 
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-^^/^-3, 4-i;?l:: Kn- 2H- 1, 4-^1^:/:^^^-:^:^- 2 
fV) ^ h^i^) ^l^y^J'^^) T^/) — 2— 77^:^n:7 3inyv) g^gg^ (2 

((2, — 4- (((2S) -4-7«^>'^-3, 

4-v^fc Kn-2H- 1, 4 -^i/:/;^^1?-v?V- 2 — f/U) p« ^ 
5 i^V^^/V-) T^/) :73:ri/u) (2-jJ^nt3-5- ((2, 

(((2S) -4-p«^/V-3, 4-e;?l: Kn- 2H- 1, 4 -^V 

)/:r=aM^i^>'- 2 — r/H p« h^i^) ^^'i/'f/^) T^y) •:7a^=./u) mm. 

(2-tJ'nt3-5- ((2, 3-i?>:^y^-4- (((2 S) -4-7«^/W- 
3, 4--^'b: Kn- 2H- 1, 4 2 — fM ^ h^f 

10 ^x) ^^^y-Y/i^) T^y) :7ai^/v) i^^, (5- ((2, 5->?y^/V'-4 

- (((2S) -4-^^/V-3, 4-i;^fc Kn-2H- 1, 4-^:^^;^^^ 
1^i?>'-2-^/^) ^^jZ-fyl-) r^y) -2-;?«^/l':7 3ir:i 

M (5- ((2, 6-i^p<^/l— 4- (((2S) -4-y^/^-3, 

4-i^t Kn-2H- 1, 4-^>'y:^^1hi?>'-2— f/V) y h^-» ^ 

15 i^y-fM T^y) -2-y ^/U7cn=/u) misk. (5- ((2, 3-i;^y^ 

/^-4- (((2S) -4-y^/P-3, 4-i^t Kn-2H-1, .4-^i^ 

>^::^-=¥1^^>:/- 2 — c/w) y h^^ri^) T^y) -2-y^/i' 

g^^, 2- (4-^t3n-3- ((2-^ni3-4- (((2S) 
-4-y^/V-3, 4-e^t KC1-2H-1, 4 -^:/5/:^'aE^1^5^>'- 2 - 

20 ^/v) y b=¥v^) ^vy-Tyw) T^y) i^a^^/W -2-y^7P>^n^-?i/g^, 

(4-^nn-3- ((2-:^oi3-4- (((2S) -4-y^/U'-3, 4 
-i?tKn-2H-l, 4 — <>'y:^-'^i^i;?V-2— f/l^) y 
y^/W) T^y) (iP:7/U:;trJt) (4 -i?" n n - 3 - ((2 

(((2S) -4-y^/V-3, 4 -i^^k Ki=i - 2 H- 1 , 4 
25 -^i^y;^=Sr-i^i?>'-2 — r/H y ^l^^f-f/U) T^y) 73.:=: 
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- (((2S) -4-7^^/^-3. 4--:>b Kn-2H- 1. 4 — ^l^^/:^^ 
^iP>-2-'^M :^ V^i^) r^y) ^arn^W) i^^, (4 

ii2-:7;U:tu-5-?i^/U-4- ((^23) -4-7«^ 
4-i^t KD-2H- 1, 4 — oy:t^-^i^:y-2 — f/V) h 
6 '^-y) ^^y^^ifV) T%y) 'ya:.z=.)V') (4-^nn-3- ((2, 5 

-i^:7/V;^-ci-4- (((2S) -4-p{^/k-3, 4 -i^l: Kn - 2 H- 1 , 
4-^i^)/::*-^1^i^:/- 2 — r/V) ^ h=ari/) ^^^y-T/V) T^y) 7ai:=i 
fV) "^m.. i4-^uvi-3- ((4- ((2R) -2, 3-i;'tKt3-l, 

4 — <:/)/v?;^^->v- 2 --r/V7« h^i^) -2, 6 -i;?p«^y^^:/y-f 
10 M r^y) ysi=-M mm. i4-^uu-3- ((4- ((3r) -2, 

3-i^fc Kn— l-^>'y:7 7>'-3-^/V;^ bdr->') -2, 6--:?p«5^/^ 
^:^y-r>'V') T^/) B^^, (4-^uu-3- ((2, 

(((3R) -5-^^/1^-2, 3 -i^t Kn- 1 -^:/i/:77:/ 
-3 — f^V) :>^h^iy) T^y) 7^=^/1^) @^^. (4-:^n 

15 n-3- ((4- ((2S) -2, 3-i?fcKn-l — <:/y79:/-2 — ( 

/\^y h^-y) -2, 6->?p«^y^^:/i/-r/^) T^y) yau=.jv^ wm. 

(3- ((4- (1. Z-^l^V^JUc^^J—fV-^-yiA^y-V^l/) -2, 
6-i^p«^7V^>'>^-l'/V) T^/) - 4-^ xixi-7 au=.fV) mW.. (3 — 
((4- (((2S) -4, 6-i^y^J^-3, 4-i;?t Kn-2H-1, 4 
20 -^>'>^;e-dM^i^>'- 2 — f/t') p« h^r-^) -2, 6 -i^y/l^:tn^>^y^ 
A) T^y) -4-Z7/U:tnyaL=^jU) ^Wt. (3- ((2, 5-^^:7/^:^13 
-4- (((2S) -6-7/l';*-n-4-^^/V-3, 4 --:;^t Ko - 2 H- 
1. 4-^:^>^3^^i^i^:^-2-'1'/^) ^ T^y) - 

5 - 7/1^:^13 7 rcri/W) g^^, (5- ((4- (((2 S) -Q-^viu-4- 
25 ^^^^-3, 4--:?^ Ko- 2 H-1, 4-^l^V:i'^^''^iy-2—^JV) 

yV^l^) -2, 3—i^yj\^:^n^>^y^;v) T^y) -2-7/V;^n:7ai 
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crL/V-) i^^, (4-:5'Pi3-3- ((2, 6-i^^x=^-4- (((2S) -6 

i:^i^-2 — T/i') p< T^y) y^^^^/i^) m^. (3- 

((2, 5-i^:J^nio-4- (((2S) -4, 7-i;?p«^7W- 
5 3, 4-':^t Kn-2H- 1, 4-^^^)/;^-^r1^i^:/- 2-^.'V) :^ 

^^'^'^yl^) T^y) 7arri7V) (2-^nn-5- ((2, 3- 

i?^nD-4- (((2S) -7 -Z7^>:tu-4-?i'^Jl—3, 4-i^l:Kn 
-2H-1, 4^^>'y;^-=¥i^i;^V-2-^/^) > h'^^') r 
^y) ^31— /W) WpWt. (3- ((4- (((2S) -7-i^aa-4-p<^/V 
10 -3, 4-i^t Kn-2H- 1, 4 -^^^>*':^=^1^>?:/- 2 — ( Jl^) ^ 

-2-7/V;^-n-6-^'^/W^:^>'^/V) r^/) -4— ^^/V:7ji:=i 
g^i^^ (3_ ((2-:7/l':^i=t-4- (((2S) - 7 h^i^- 4-;^ 
4-i^t Kti-2H- 1, 4-^:/y';a-=ap^^-:?>'-2--1'/^) 
h'Sf-^/) - 5-^^/v-<:/)/^/v) T^y) -5 -p«^/u:73ir^/V') i^^, 

15 (5- ((2-7/^:*-n— 3-7«^>'W-4— (((2 S) —4—;<'^A'-3, 
4 -'✓^t Kn- 2H- 1 , 4-^>')/::e-^i^i^>'- 2 --T/V) P« h=^i/) ^ 

r^y) -2-y^^)vz7:^=.jv) @^^, (3- ((4- (((2s) 

-4, 6 ^71^-3, 4-e?t Kn-2H- 1, 4 -^:/>';^-^M^^^^^ 

-2 r/l') y h^f-i/) -^-y,i,i!s-xi-2.—y'^}V^ly-/y(;V) T^/) 

20 — 4— :7/l'::^n >'3i=:/W) (3— 7/^;^n— 5- ((3 — :7/V';*-n — 4 

- (((2S) -6-:77^::*-a-4-p<^/^— 3, 4 -i^^fc Ko - 2 H- 1 , 
4 _^^y;^:3E.^^,;^>/_ 2 -xf 7V) ^ hdriX) -2-;»«^/l'^i^y^/^) T 
5/) :73i^/W) i^^, (5- ((2-i5'nn-4- (((2S) -6-^00 
-4-;?«^y^-3, 4-e?t Kn- 2H- 1, 4 -^>'>^;t-=¥f-':?i^- 2 - 

/W) i^^, (4-^nn-3- ((2-^Pn-4- (((2S) -6-p« h=aE^ 
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-y-4-?^^/U-3, 4-i?fc Kn-2H-1, 4 -^V>^;^=3r1^v?>'- 2 

— r/i-) ^ h^i^) - 5 T^y) :7cn-/v) mm. 

(3-^cia-5- ((2-i{^on-4- (((2 S) -4. 7-v?7«^/V- 
3, 4-i^fc Kn-2H-1, 4 2 — T/w) 

.- ((5-^nn-4- (((2 S) - 7 - :7/V;e-n - 4 ^/V- 3 , 4- 
i;?tKn-2H-l, 4-^:y^/:t^'^i^l^—2-^/^^) h^i^^) -2- 

(((2S) - 7-i^on-4-7<^/W- 3, 4 -i^t Kn - 2 H- 1 , 4- 
10 2-^/W ^ h^i^) - 2-p{^/^^>'>/^/V) 

_4_^<5^/^:7ji-/v) g^^^ (3— {{2—^xin — e—y;v:^xi- A 
- (((2S) -7 -y V^iy-A-y^;V-S, 4--:^t K13-2H- 1, 
4-^i^:/:^^^i^l^-2-y( M p< ^=a^v) ^^/^xf/v) t%/) -5- 
a^^, (5- {{2-^X1X2-4- ((2S) -2, 3-$;? 
15 tKn-1, 4-^:^>'':^:^=^V:/-2— - 5-7/l':^n^ 
i^y'-Y/^) T^y) - 2 3^=^/1^) i^^, (3- ((2-:J^nn-3 

--7/^:^X1-4- (((2S) -6-7«^/V-2, 3-':?tKn-l. 4 ^ 

V>/i?:^=^'>V-2->f/v) p« ^^^y^T/V) T^y) -4-:7/V;^- 

u-ya^=-;V) mWt. (3- ((5— iJ^an — 2— :7/^;^ci-4- (((2S) - 
20 6-7/V:*-a-2, 3-i^l:Kn-l, 4 — ^^'^i^i^'^Vi^- 2 — < jv) 
^Y^i^) T%/) -^-y/V::^x:iy (5- 

((3-iJ^Dn-4- (((2S) -6-^5^1313-2, 3-v?fcKn-l, 4 
-^i^i/i?:;^-dei^>'-2— T/i') ;^ h'^i^) - 2--7JV:^x2^:yy^ ;V) T 
^y) -2-7/^:*-n7 3ic:i/V) f^@g, (4-^np-3- ((4- (((2 
25 R) -6-;^ h=Jlri^-2, 3-i>tKti-l, 4 -^i^ye?:^=¥'>:/- 2 - 
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(3-:^^nci-5- ((2, S-i^^'f-jV-A- (((2R) -7-p<^/W- 
2, 3-v?tKn-l, 4-^>'^/i^:t'^-y:^-2 — T/W ^ 

T^y) g^^. (2-^na-5- ((4- (((2R) - 

7-7/V:tt3-2, 3— i^tKn — 1, 4-^>':/i^::i'^i^"^— 2-^ JU) 

5 p« b'^E^i^) -2, 3-i;?p«^/V'^v5/-r>'^) r^y) ya^^-AA (s 

- ((4- (((2R) -7-i5^na-2, S-i^^tKn-l, 4— <>':/i^ 
;^^->i^-2— f/l^) 7« h'^-^') -2, 6-i^;><^/V^>'y-l'/^) T^/) 
-4-^1^/^73.^/^) i^^, (3- ((4- (((2R) -7-^bdft^-2, 
3-i^t:Kn-l, 4 -^i/yi?^=3rv'>'- 2 -^/^) ;^ h^^^) -2, 5 

10 -i^^^/V-^i^y-r/V) T^y) -5-p«^yV7ac:n/^) i^^, (5- ((4 

- (((2R) -l-:ai^/V-2, S-i^t Kn-IH— O-K— /V-2-^ 

^ h=¥V) -2, 6-S^p«^/l'^^^y-l'/^) T^y) -2-^^/V73i 
-yV) g^^^ (3- ((4- (((2R) -1-^^/1^-5-7/^:^0-2, 3 
— Kn- iH-^i^ 2-^/1^) -2, 6--:^7<^/V 

15 ^:/y^/V) T^y) -4-7/V:^-n:7a:;:i/W) (3- ((4- (((2 

R) -5-^on-l-J^^/V'-2, 3-i^tKo-lH — {>}^—/\^-2 
-^/V) ^ b dE^-» - 2 , 5 ^/^•^:/>^'r/^) T ^ y ) - 5 -Z7;V:^ 

Viy^:^fV) ^W.. (5- ((4- (((2R) -\-^^?V-Z-:^^)V-2, 
3-i^t:Kn-lH — T >' K— 2 -^/V) p< h^f^ix) -2, 3-i^p«^ 

20 /W^^^y'-f/t') T^/) -2-7/V;^-n>'3ic=:/V) i^^^ (4-^nn-3 

- ((4- (((2S) -5-:7/V:^n-2, 3 Kn - 1 -^i^y:7^ 
V-2-'f/V) p« -2, e-e^T^^^^/V-^^-V^-f/^) r?/) 

)V) (3-:^'ni3-5- ((4- (((2S) - ^ - ^ xixi- 2. , 

MYxi-\-^y^/-7'7y-2 — f/V-) P« -2, S-i^T^^/V-^V 

25 y-T/V) T^y) 7^=^/W) i^^. (2-^tivi-5- ((2, 3--:^;>«^/V 
-4- (((2S) -5-p«^/^-2, 3-i^t Kci- 1 -^W^^i^- 2 
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-yC/^^) 7« h^-» ^l^y-f/l^) T^/) g^m> (3- ((4- 

((3S) -2, 3 -v^t Kct— 1 7 V- 3 — f /l^j^ h'^iy) - 
2, 6-€;^^^/^-<:/>*'-l'>'l^) T^y) -4-7«^yl^:7ai::^7W i^^, (3 

- ((4- ((2R) -2. 3-^;?tKn-l, 4 -^:^>^':?:^^i^V- 2 - 
5 ^A^;^h^i^) -2, 6 -e^^ ^/V^vy^T/V^) -4-Z^/l^:t^ 

_y^=.jV) mm. (3- ((4- ((2R) -2, 3-S^tKn-l, 4 — < 
:^i/;;?:^-dE-^/^^-2— T/Vp^ h=3E^V) -2, 6 -i^T^ ^v'V^^^^^^/^) 

-5-:7/V:^-n73:^/V) (5- ((4- ((2R) -2. 

tKn-1, 4-^>'>^S^:r^iX>'-2— r/l^^ b=¥iX) -2, 
10 T^y) - 2-:7/^;^o:7 3i=/V) i^^, (3-i5^Pt3-5 

- ((4- ((2R) -2, 3-i;?fc Kn-1, 4-^>y^i:^:^^->l^- 2- 

-r/vp< b^v) -2, 6 --:;?p«^/v^:/>^-r/^) r^y) '7:x.=-?v') mm. 

(2-iJ'i3n-5- ((4- ((2R) -2, 3-v?tKn-l, 4— ^^^V 

i^;e-dE^'>':/- 2 f ^vpt b - 2 , 6 - ^/w-o- -/-i jV) t ^ y ) 

15 ^oi^/V-) @^^. (3- ((4- ((2R) -2, 3-S;?tKn-l, 4—^ 
i^yi^^h^v'^^- 2 — f/V^ b=3r^^) -2, 6 --:^y^/V-<>'>*'^/V) 
/) -4-7«^/V73ic:i>'W) i^^, (3- ((4- ((2R) -2, 3-i^t 
Kn-1, 4-^i^y-:;^;^-=¥i^:^-2— T/l^P^ -2, 6-i;?><^>'^ 

^^^y'^/V') r%J) - 5 -y^'^/l^Z^ :z.=./U) (5- ((4- ((2 

20 R) — 2, 3-i^tKn-l, 2 J^?^ h^i^) 

-2, 6-i^:>^^/l^^l^^74/^) T^y) - 2-;^ ^7^7 /l^) i^^. 
(3- ((4- ((2R) -2, 3-i^tKn-l, 4 — ^lyz/i^:^-^-^:^- 
2 — T/l^^ -2. 6-->?p«^/V-^>'y-r/W) T^y) ^^cc^/l^) 

m. 2- (4-7/V:^-o-3- ((2-p«^>'V-4- (((2S) -4-^^ 

25 /V-3, 4-i^t Kt3-2H- 1. 4-^^^)/:^'3pf-i;fV-2-'r/V') h 
^i^y'^yi^) T^/) -7ztL=^;v) -2-:y-^jv-:ftiy<>'m. 2- (4 
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-:7/W:^n-3- ((2-7/1^:^0-4- (((2S) -4-;»«^;V-3, 4 
-i^tKn-2H-l, 4-^V:/;^-=arf-i;?V-2— f/l-) ^ h^-y) 

T^y) -2-:^^/l-^i^^<:^j^. 2- (3- ((2- 

^tia-4- (((2S) -4-;<^/V'- 3, 4 -i^t Kn - 2 H- 1 . 4- 
5 ^::^>^;r^1^^^:/-2-^/^) p« h^^^) ^vy^/i') T^/) -4-7/v 

;rci:7rc^/V) - 2-7«^/^>^ny-?^^^. 2- ( 4 - ^'/l^^^n - 3 - ((4 

- (((2S) -4-p<^/V-3, 4--:?t Kn-2H-1, 4-^:/y':e-=¥ 

2- (3- ((2, 5-i?^^/V-4- (((2S) -4-p« 
10 ^/^-3, 4-i^b Kn-2H- 1, 4 2 — ^ 
hd^i^) ^i^y^/V) T^y) — 4— /V) — 2-;?«'^/V7'ti 
✓-S:/^, 2- (3- ((2, 6-i^P«^/l^-4- (((2S) -4-^^/W- 
3, 4--:^fc K13-2H- 1, 4-^>'y:^^■!^-:^>'- 2-^/V) p« 

15 2- (3- ((2, 3-i^7^^7V-4- (((2S) -4-p<^/^-3, 

4-^:^1: Kn-2H-1, 4 -^:xy:^def-v?>'- 2 — i jV) ^ b=3riX) ^ 
V-y'^T/V) T^y) -4-17/1^:^0 731=1/^) -2-7«^/^7'^^^°:/^. 2 

- (4_>jrcin-3- ((2. 3-S?p«^/V-4- (((2S) -4-p<^/V 
-3, 4-v?t Kn-2H- 1, 4 -^>'y::^-=¥i^i^>'- 2 — f/^) p< 

20 -O'V-I'/V) r^/) •7a:.:=-;V) - 2 - ^/V7° o 2- (4- 

^ n o - 3 - ((2-;^^/W-4- (((2S) -4-p<^/^-3, 4-S^fc 
Kn-2H-1, 4-^:/>^;e-=ari?-i^>'- 2-'f /V) p< h^^X) 
/l^) T^/) 731^/^) -2-^^/1'7'n^^i^®?^ 2- (4-:J^na-3- 
((2-7/1^:^0-4- (((2S) -4-p«^/V-3. 4--:;^fcKn-2H 

25 -1, 4 — 2-^/1^) ^^'V^^/W) T^y) 

7 31^/1^) - 2.-^ ^/V^o^-^^-^s 2- (4-^oni-3 - ((4 — 
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(((2S) -4-;^'5^/V-3, 4-t?t Kt3-2H-1, 4-^>:/:i-^'^ 

7»n^-?i^^, 2- (4-i^nti-3- ((2, 5-i;^^^/V-4- (((2 
S) -4-;»«^/l'- 3, 4-i^t K13-2H- 1, 4 -^^^y:^^f-5^>'- 
5 2— T/V) P« h=3rix) ^vy-f/V') T^y) 7arc=i/W) - 2 ^/V:7'i3y? 
i^Ms 2- (4-i5^on-3- ((2, 6 ^/V- 4 - (((2S) -4 
-p«^/^-3, 4--:;?t Kn-2H- 1, 4 — <>'>^:*-^i?-i^>'- 2 
/V) p< h^i^) ^>'>^-f/^) T^y) 731=1/^) -2-^^/v::7'ox-?V^, 
2-^^/V-2- (4-7^^71^-3- ((2-7<^/V-4- (((2S) -4 
10 -T^^yV— 3, 4— i^fc KP-2H- 1, 4 -^>'y:^=3r1^$^>'- 2 
yv) ^ h^i^) ^:^y^/V') ':fny<i^m. 2- (3- 

((2-:7/V:f 13-4- (((2S) -4-y<^^U-3, 4-€^fcKn-2H 
-1, 4-^^^y;^-^i^t?:^-2— T/v-) 7« h=3E^i;') ^^^iZ-^/u) T^y) 
-4-7^^/^7 31^/^) - 2 -7*^/1^:7" 13^-? i^^, 2- (3- U2-^X3 
15 n-4- (((2S) -4-7«^/V-3, 4 -i^t Kn - 2 H- 1 , 4 — 

— 2— 7«^/^:7'^3^'?:/^^ 2-7^^/^-2— (4— 7«^/V— 3 — 
((4- (((2S) -4-7«^/V-3. 4--:;?t Kn- 2H- 1, 4 V 
y::r=ar1^^^i/- 2->t'>'V) 7< b^^/) ^l^y^-f/l^) T^y) -y a^z^jV) -zfxi 
20 ^^^y'm.. 2- (3- ((2. 5-v?7<^/V-4- (((2S) -4-7«^/l^- 
3, 4^i^t Kp- 2H- 1 , 4-^^y:^'arf-i^>'-2-^/W 7«h=Sr 

2- (3- ((2, 6 -v^7<5^/V-4- (((2S) -4-^^/1^-3, 4- 
i?tKn-2H-l, 4-^vy:^:3E^i^s;?V- 2->r/V') 7« h^^ri^) ^i^y 
25 ^Z^) T^y) -4-y^/V73i— /V) - 2-y ^/I'^n/-?^^, 2- (3 
- ((2, 3-i^7«^/l'-4- (((2S) -4-y^/W-3. 4-v?l::Kn 
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-2H-1, 4 — <:^-:/:t^^i?l^- 2-^/1^) p« T 
^y) -4_;;i^/^:7 3,-/v) -2-?^^/u:fv2y<:^m^ 2- (3- ((.2, 

3- i^>^f-J^-4- (((2S) -4-7«^/l'-3, Kn-2H- 1, 

4- ^>^y:t^'^i?>-2-^M ^ h'^i^) ^l^y^/l') T^y) -5- 
5 ;^'^ji^y:jic=.M —2—:^f'jvzfxij^''^^^ 2-y^'f-/i^—2— 

-5- ((2-^^/1^-4- (((2S) -4-p«^/V-3, 4-^;?tKn- 
2H-1, 4 — ^>'y';<f-:Sri?-i^:/-2— T/W) ^ ^l^^Z-iM 
y) y^LZ^jV) 2- (3- ((2-i7/l';^-a-4- (((2S) 

-4-7«5^/V-3, 4-v?t Fn-2H- 1, 4 — <>'y;^=3E^i^v^:/- 2 - 

jV-fxi/^^y^^ 2- (3- ((2-:^ni3-4- <((2S) -4-7<^>'^- 
3, 4-i?fc Ka- 2H- 1 , 4 -^:^>^;^-=3ri^i^^^- 2 — f/V) 

2-^^/V-2- O-^^/V-S- ((4- (((2S) - A-y-f-JV-Z, 
15 4-':?fc Ka-2H-1, 4-^:/y;^-^1^i;?V-2— f/l') 7< h^rC/) ^ 

^-y-f/i-) T%y) :7z^=^ji') 2- (3- ((2, 5-v^p«^ 

(((2S) -4-;;«^>'l'-3, 4 - 2 H- 1 , 4-^1^ 
y:^^-^i^-:y-2--< JV) 7< h=^r-» 'Oy^T/W T^y) -5-7«^/V 
^ai::^/^) -2-^^/V:7"n^-?:x^, 2- (3- ((2, 6-v?y^/^-4 
20 - (((2S) -4-;^^/V-Z, 4-S^t Kn- 2H- 1, 4-^>'>^;^=¥ 

)V) - 2—?i^/UZ^ti^<:y^, 2— ( 3 — 5 - ((2-;><5^/V— 
4- (((2S) -4-?t^Jl^-3. 4--i?fc Kn- 2H- 1, 4-^^^:^ 

25 5^/l'7'ny?V^, 2- (3 -:7/V:^-n— 5 - (( 2 -:77^;*-o — 4 — (((2 
S) -4-p«^/^-3, 4->?t Kn-2H- 1, 4 -^vy;^-=^i^v?>'- 
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l^m. 2- (3- (((2S) -4-^^/W-3, 4- 

i?tKn-2H-l, A-^^^V:t^'^-J-^-2-^ JV) ;^ V^l/) ^-y:/ 
^/V) T^y) - 5 -7/V:^n:73i=/i/) -2-:^'^A^':fvi^<l^^, 2- 
5 (3-:7/V^t3-5- ((4- (((2S) -4-^'9^/V- 3, 4-i?tKn 
-2H-1, 4-^i^:/:e-=¥i^s?>'-2 — f/V) 7^ h=¥'» ^>'y'^/v) r 
- 2-p«^/l'7"n/>'i^^, 2- (3- ((2, 5-i?p«^ 
71^-4- (((2S) -4-p«^/P-3, 4--:?t: Kn-2H- 1, 4 -^V 

10 :7 3i:=^/^) - 2-pi^/Wy^n/-?:/^, 2- (3- ((2, 6 5^/1^- 4 
- (((2S) -4-7<^/W-3, 4--:?fc Kn- 2H- 1, 4— ^vy:^=aE^ 
ihi?:/-2 — T/v-) ^ ^Vi/^/v) T^y) -^-z^^v-^x^y 

JV) - 2 -pJ ^/Vy^D/^i^^, 2- (3- ((2, 3-v?7«^/U-4- 
(((2S) -4-;?«^7W- 3., 4-i;'fc Kci- 2H- 1, 4 
15 i?:/-2— T/W P« ^vy-f/V) r^y) 

jv) -2-y 2- (3-:^na-5- ((2, 3->?p«^ 

(((2S) -4-^^/1^-3, 4— K13-2H-1, 4 
y;^-^i^i^>^-2->r>'^) ^ h^i^) ^vy-T/t') T%y) 73.=/^) -2 
-y ^/^^ny-?:/^, 2- (3-i^nn-5- ((2-y^yV-4- (((2 
20 S) -4-p«^/W-3, 4-i?t: KO-2H-1, 4 

2-'</u) p< h=a^-» ^■y^/y(/V) T^y) -^a^^jv) -2-:^^A^':fny< 
l^W.. 2- (3-:J^na-5- i{2 /V:^u - A - (((2S) -4-7? 

4-i;?fc Kp- 2H- 1. 4-^>'y:^-:^■!^^^:/-2 — T/v-) :^ 

25 (3-^ai3-5- ((2-'!ruu-4- (((2S) - 4 - ;?« 5^/^- 3 , 4 
->?t: KCI-2H- 1, 4 — <l^:/:t^'^Z^:^-2-^M ;^ h^ri^) 



53 



wo 2005/028455 



PCT/JP2004/013983 



5- ((4- (((2S) -4-p«^/l — 3, 4-S;?b KP-2H- 1, 4- 

-2-p«^/V:7'nx^i^^^ 2- O-iJ'taa-S- ((2, 5--^^7«^/W- 
5 4- (((2S) -4-p«^>'V'-3, 4-i^t: Kn- 2H- 1, 4-^>'y:r 

^/l^T'cay-^i^^, 2- (3-;J^nn-5- ((2, 6 - 5^/1^- 4 - 
(((2S) -4-p«^/^-3, 4-^^fc Kn-2H-1. 4 -^i^y:^=3E^1^ 

10 yayO'm. 2-^^/1^-2- (2-^^/1^-5- ((2-^'^/^— 4 — 
(((2S) -4-p«^/V-3, 4-i;?fc K13-2H- 1, 4 -'<^^y;^-dE^1^ 

2- (5- ((2— 7/V;*-n-4- (((2 S) -4-^^/1^-3, 4-i^t 
Kn-2H-1, 4-^:/y';*-=a5^1?-i^i^- 2-^/V) ^ h'¥->') ^i^>^^ 
15 /V) T^y) -2— y^/l^^a^^/V) -2-y^/vyn/>?:/^^ 2- (5 — 
((2-i5^crr2-4- (((2S) -4-y^7V-3, 4-i^t:Kn-2H — 
1, 4-^>'>/5^def-i;?>^-2 — T/W ;^ h'^-^) ^^^^/^/u) T^y) - 
2— p«'^/l':73i=./V) — 2-;?«^/H:^ox-?:/^^ 2-;j«^>'W— 2— (2— ;?< 
((4- (((2S) -4-yf^/W-3, 4->?l: Ko- 2H- 1 , 
20 4-^:^y::^-^1^^^:^-2— ^ h^i^) ^i^y-l'/l') T?/) :73i;=: 
/V) :7'crx"?:/ii, 2- (5- ((2. 5-i?7^^/V-4- (((2S) -4- 
p<^/^-3, 4-i^t KO-2H- 1, 4-^vy':^'a^1^i^>'-2— 
p{ hdpi^) ^i^y^j'/W T^y) - 2-p<^/l'7a:^/P) - 2 -;^^/l':7'ci 
2- (5- ((2, 6->?;?«5^>'V-4- (((2S) -4-;?«^/V'- 
25 3, 4-i;?t KC2-2H- 1, 4 — <V>^:^^f-i?V- 2 — T/V) :^ 
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2- (5- ((2, 3-i^7«^/V-4- (((2S) -4-;?<^7V-3, 4- 

i?tKo-2H-i, 4-^:/:/;^:2|r«9-i^i^- 2--r/i') p« h=afV) ^:/y 
r^y) -2-p«^/^7ic=/v) - 2-7^^/1^:7' n^-?^/^, 2- (5 

- ((2, 3-':^p«^/U-4- (((2S) -4-p«^/l'-3, 4-i^l:Kn 
5 -2H-1. 4-^>'>^;^-'3ff-i?:/-2— f/V) pi ^vy^/W) T 

^y) - 2 -7/U:^n:7 3ic=^/V) - 2 -p^^/VT'ny'?:/^, 2- (2-7/1^ 
:^i3-5- ((2-p«^/W-4- (((2S) -4-^^/1^-3, 4-i?t:K 
n-2H-l, 4-^i^y:^:^r1^i^V- 2->f /W) p« ^i^y^/W) 
T^y) :7 3i^/V) - 2 -p^^/^^^nx-?^'^, 2- (2 — 5 - 

10 ((2-7/^:^-13-4- (((2S) -4-p«5^/l'- 3, 4-S?tKn-2H 
-1, 4-^i^:/;*-^ihi;?V- 2-^/V) ^ h^^'V) ^^-y^/V-) T^/) 
73i=/l') - 2 -^^/^:7'nx-?V^, 2- (5- (i2-i}^ tin- 4- 
(((2S) -4-^^/W-3, 4-^*1: KI3-2H-1, 4 -^:/y;^=ar-!^ 
i^>—2 — f/V) p« '^VV^-f/V) T^y) - 2 — :7/lx:^t3 7ciic:i 

15 /V) -2-:^^/\^:/'x:iyOm. 2- ( 2 - 5 - ((4- (((2 
S) — 4— y^/V-3, 4-i^t Kn — 2H— 1, ^—^lyy^^t^-^i^l^- 
2 — T/V) :^ h^-» ^I^l/^JV) T^y) 7az=i/^) _ 2-p<^/W7'ny'? 

2- (5- ((2, 5-i;?p<^/>-4- (((2S) -4-7<^/V-3, 
4-v^t: Kt3- 2H- 1, 4 — <:^>^;r^1^i^>'- 2 — f/V) ^ h=¥v^) '< 

20 T^y) -2-'7}Vy!s-ny a^z^;V) - 2- y^f-JV^n/^^yl^^ 2 

- (5- ((2, 6-i^p«^/V-4- (((2S) -4-7«^/V-3, 4-v? 
fcKn-2H-l, 4-^>'>^;^^i^v?>'-2— T/i') p« h=ariX) ^Vi/^T 
/l^) T^y) — 2— 7/V;^a73i=/U') — 2 — ^/V'^^'ny-?:/^^ 2- (2 
-J^xixi-^- ((2-j?«^7V-4- (((2S) -4-p«^/^-3, 4-t? 

25 l:Ki3-2H-l. 4 2-^/1^) h ^:/>'>1' 
/w) T^y) 7a:^/^) - 2-p<^/^>^Px^>'^, 2- (2-^nn-5- 
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((2-7/V:^t2-4- (((2S) -4-p«^/V-3, 4-v?bKn-2H 
-1, 4 — 5»':^^-^^i;?>'-2— T/l^) P« h'^^^) -O-^Z-f/W) T^/) 

- 2 2- (2-i57t3n— 5- ((2-^5^^ 
n-4- (((2S) -4-p«^/V-3, 4 -i^b: Kci - 2 H- 1 , 4 — 

.-^^/WrT'n^N'^'^, 2- (2-^nc3-5- ((4- (((2S) -4-7« 
^/I'-S, 4-i>t KCI-2H-1, 4-^:/y:^=¥f-i^:/-2-^/V) p« 
b=2|rS^) ^Vj/^/V) r^/) 73^=^/^) - 2 -pt^/V:?'^^-?^'^, 2- 
(2-j}'nt3-5- ((2, 5-S^p«^/V-4- (((2S) -4-p«^/V- 
10 3, 4-i^t Kn — 2H- 1, 4—^:^::/:t^^i^:^—2-y{JV) pi 

i/) ^vy^/V-) T^y) 73.-/1^) -2-;>«^/V:7't3^-?>'^. 2- (2- 
((2, 6-i?p<^/W-4- (((2S) -4-p«^/V-3, 4 
--:^fcKn-2H-l, 4-^>'y:^=3{^i^i^:^-2— f/W) ^ 

15 5- ((2, 3-i;?7«^/^-4- (((2S) -4-7^^/^-3, 4-i^tK 

n-2H-i, 4 -^:/y;^^i^i^>'- 2 — f M ^ h^ix) ^:x>^-r/^) 

T^y) :7i:=i/V) -2-^^/^:7'ny'?>^^, 2- (3- ((2, 3-i^7< 
^71^-4- (((2S) -4-^^/1^-3, 4-i^t KO-2H-1, 4-^ 
^^>';^-=^ri^^^:/-2-^y^) ^ ^vy-i'/v) ^^.rii/v) - 

20 2 ^/vynx^^'^, 2 ^>'l^— 2 - (3- ( ( 2 - p« ^7^- 4 — 
(((2 S) -4-p«^/l'-3, 4-i^t K13-2H- 1, 4 -^^^V^^^-'^f- 
2- (3- a2-yj\^:tti-4- (((2S) - 4 - p^ '^/V'- 3 , 4-i?b 
Kn-2H-1, 4 -'<vy:^-^1^i?>'- 2 — f/W) ;^ h^i^) ^i^^^ 

25 /l^) T^y) 73^=/^) -2-::^'^/l^Zfuy^ly^^ 2- (3- ((2-:5'tr 
n-4- (((2S) -4-7«^>'V-3, 4 -i^k Kci - 2 H- 1 , 4 ^l^ 
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-^^/^:7'l=t^^>'il^ 2-p«^/V-2- (3- ((4- (((2S) -4-^ 

4-S^fc Kn- 2H- 1, A-^^^^/:^^^^-^^^- 2.--< jV) 
hdf^i^) ^^-y^/k) r^y) '7a^:=-J\^') -^n^^^^m. 2- (3- ((2, 
5 5-S?p«^/^-4- (((2S) -4-p«^/V-3, 4-i:?t Kn-2H-1, 
4-^>'>^:t^i^v=:/-2->l'/W) p< h^iy) -^^^y'-f/W) T^7) 
/W) - 2 -p< ^/VT'n/^^'M. 2- (3- ((2, 6 -i^^ ^/V'- 4 - 
(((2S) -4-p«^7V-3, 4-i?b KO-2H- 1, 4 — 

10 TT'n/'?^^^, 2- (3- ((3-;5^an-2-:7/V;*-n-4- (((2 S) - 
7-p« 4— p<^/V-3, 4-i^t Kn-2H- 1, 4-^V>/:^^ 

}V) - 2-p«^/V':7'n^N°>'^, 2- (3- ((5-i5'nn-4- (((2S) 

— 7-:^ran — 4— ;?«^/V-3, 4 Kn - 2 H- 1 . 4 — <:/)/:^=aE^ 
15 f-i;?:/-2— fyi') ^ -2-7/w;^-n^:/>^^/v) T^>^) -5- 

:7/V;e-n ^'rn:::^/!-) - 2 - P« ^/l^rT'n x-^V^, 2- (5- ((2-iJ'l3a- 

3- :7/l';e-a-4— (((2 S) - 7 - 4 ^/l^— 3 , 4-i^t 
Kn-2H-1. 4 —^W:^-^-!?-^^^^- 2--r/W p^h'^v') ^i^>^^ 
/I') T^y) — 2-:7/l^;e-n:73in/l^) - 2-;?<^/V:^n/-?:/^, 2- (4 

20 -^cin-3- ((2-:J^nn-4- (((2S) -4, 7-i^p«^/^-3, 

4- t^.l:: KO-2H- 1. 4-^i^>^:^=¥i?-t?:/- 2-^/1^) ^ - 

5- 77W:^n^:/y^7V) T^y) - 2 -;?<^/V:rn/-?:/^, 2 

- (3-^na-5- (( 2 -^J' a o - 6 - :7/V':;a-n - 4 - (((2 S) -6 

4 -i^k - 2 H- 1 , 4 -^:/>^:^=^i^ 
25 ^vy^T/V) T^y) -7 -2-p<^/V 

:7'ny-?:/^, 2- (2-t{^nn-5- ((3-iJ^nn-4- (((2S) -6 
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2-7«5^>'V:7'n/-?>'^, 2- (3- ((5-i5^t3n-4- (((2S) -6- 
7/1^:^13- 4 3, 4-i;^t: Kn-2H- 1, 4 — 
5 V-2->r/0 :>^h^-y) -2-p<^/^-^:^>^^/V) T^y) -4-7*^/^ 
- 2 ^7^:7'ny-?i/^, 2- (3- ((2-^nn-4- 
(((2S) -4. 6 -i^p«^/l'-3, 4-i^fc Kn-2H-1, 4 -^vy' 

2 — r /w) p« h ^i/) - a - p« ^/w^i^v^^ /v) t ? y ) - 5 

2- (5- ((2-:5^nn- 
10 5-;^^/l'-4- (((2S) -4-^^/1^-3, 4 -i^^t Kn - 2 H- 1 , 

4 — 5^^y:^'¥1^'^:^-2->r/^) ^ h^^eix) ^:/y^/k) r^y) -2- 

y ^7^:7 31 =1/1^) — 2— p«^/V'7'n/-?i^^^ 2— (3— ((2—^uu — 4 
- (((2R) -7-yb=¥->-2, S-v^fcKn-l, 4-^:yyj:t^-y 
1^-2 — p« -e-y^/v-^^'j/^/w) T^y) -4-7/w;^ 
15 n:7 3in/V) - 2-y ^/P:/a/-?:^m, 2- (3- ((4- (((2S) -7 
-^x3n-2, 3->?tKn-l, 4 — <>'y>?;^-^v'^- 2 -^f /I') 

7zn:=:/v) - 2 — y 2- (2 — 7/v;rn- 5 - ((5— :7 
jV-^xi-A- (((2S) -7-7/V:^i3-2, 3--2^tKo-l, 4-^V 
20 yi^;r=¥i/i^- 2-^/1^) y h^-» - 2-^^/1^^ i^i^-l'/i') TK^) 
yaL=^jv) —2-:^'^jv:fxiy^i^m. 2- (3 -:7yw;^-ci- 5 - ((2-7 

3-y^/V-4- (((2R) - 7-^*5^/^-2, 3-i^tKn-l, 

;V) — 2 — ^'^/l^T^ny^i^^^ 2— (4-7/^:^-^ — 3— ((2-7/1^:^-0 
25 -4- (((2R) -6-p« h=aE^->-2, 3-i;?tKc2-l, A—O^/^^:^ 
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jV) -2-;^^/U':ftJy<:ym> 2- (3- ((4- (((2R) -6-:J^pp 
-2. 3-i^\i Ko-1. 4 — <:>^yz^:t^Z/^^-2-4/^) ^ h^i^) - 
2->^/W:^n— 6 -p<^/^^>'y^>'l') T^/) — 5 ^a^::^/^) 
-2-p«^yV7^a/'?>'^x 2- (5- ((2, nv2- 4- (((2 

5 S) -6-7/V;^n-2, 3--;>b:Ki3-l, 4 -^^^v^i^^^-^^i^V- 2 - 

^/VT/nx-?^^, 2- (3- ((2, 5-i^^nu-4- (((2 S) -6- 
7«^/V-2, 3-i^tKt2-l, 4-^l^-:/Z^:^^-»'-2-4/U) ;^ 

-y) ^^^^^/i^) r^y) — 5 -7/^:^-0731 -2-^^/V'7'ny-?:/ 

10 m. 2- (5- ((2, 6-i^iJ^na-4- ((2R) -2, S-i^tKa- 
1, 4-^:^>^i;^:e-'¥'>':^-2-'</V;;< h'^'V) ^W'T/W -2 
-7/W::t-n7 3i^/V') - 2 ^/^T'oy-?^^^^ 2— (4— 3 — 
((4- (((2R) -l-:i^f^/V'-5-p«^/W-2. S-i^tKn-lH- 
^ V K— 7V- 2 -'T /v) :^ h^-y) -2, 3 - i^7/^:^n ^»/^ /V) T ^ 

15 /) 7a:— /I') - 2 - p« ^/V7^ H 2- (3-^nD-5- ((4- 
(((2R) -5-^nn-l-:3i^/^-2, 3 -i^t - i H—f ^ K— 
/W-2 — fyw) p« h=^'» -2, 5-^^7/V:e-ci^:/>^^/P) T^y) 7^1 
-2-:^^?^^^/^^^.. 2- (2-^X2X2-5- ((4- (((2 
R) - 1 -Ji^7W-5-7/l';*-a- 2, 3-i^t Kn-lH-^i^K— /V- 

20 2--{/ly) ?^ h^-» -2, 6 -v^7/W;e-Ci^^'>^'f /W) T^/) 7acr:i 
/V) -.2-p«^/l'7'nx-«VM, 2- (3- ((4- (((2R) -1-=^^A^ 
-2, 3-i^fc Ko-lH-^>K*-/V-2-^7V) y< h^i^) -2, 3- 
i^;?«^/W-^^^)/-r/^) T^y) - 4 -p« 5^/1^7 31=1/1^) - 2-;^^/V7'a/>? 
^'^^ 2- (3- ((2. 5-i;^^'^;U-4- (((2S) -5-7^^/1^-2, 

25 3-i^t Kci— 1 -^>'>^77V— 2-^/W) ;^ ^:/V^>f/W 

y) - 5 -^^/^7 31-/1^) - 2-7«^/V7"ny?>-^, 2- (5- ((4- 
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(((2S) -5-:J^nn-2, 3 -i^fc - 1 -^i/>^:77 2 -'T 
/V) ^ V ^i^) - 2 , 6 - e;?^ ^/V^i^y^ /W) T 5 7 ) -2-:^ 'J-^vy.x. 
=^;V) — 2 2- (4—7/^:^0-3— ((2 — 
o — 4- (((2S) -5->^/W:*-p-2, 3 -i^t Kn - 1 -^^-y'^^ 

^^:^m> 2- (4-iJ^nt3-3- ((4- ((2S) -2, 3-i;?fcKn-i 
-^iy^y9l^-2-^/l'^ h^-» ^>'>^^/V) T^/) :7 3i::i/^) -2 
-^^/Vr/ny-^i^^, 2- (3— (( 2 -t^' a n - 4 - ((3S) -2, 3- 
Kn- 1 ->t>'^:7 7V- 3 — ^v:/>r/^) T^/) - 

10 4-p«^/V>'3^::^/W - 2 - ?i ^/i^Z^X^i ^O^^ 2- (5- ((4- ((2 
R) -2, 3-i?fcKn-l, 4-^V>^i^;*-dfi^i^- 2— fyvp? b^i^) 
-2, 6-i^p«^/V-^:/>^-l'>'W T^y) - 2 -^/l^^n^ai::^/!') -2- 
^^/^rT'nx-?^^, 2- (2-j^nn-5- ((4- (((2R) - 1 -cc^ 
/V-2, 3-i^fcKn-lH — r>'K'-/^— 2 — T/^) P« h^t^) —2, 5 

15 -i^pJ^y^-^i^l/^r/W - 2-;;{^/u:rny'?i^gg, 2- 

(5- ((4- ((2R) -2, 3--:^tKci-l, 4 — O-^ v?;*-=3{^iy>'- 
2 — f/Vpth^-» -2, 3 ^/W^^-y-T/W) T^y) -2-;?<5^/^ 
ya^z^jV) - 2-p«^/W7"n^^>^^, (3- (((2, 5-i^p«^/V-4- 
(((2S) -4-^^/W-3, 4-i^t Kn-2H- 1, 4 -^>'>^:r^1^ 

IS. (3- (((2, 5-i^y^^/l^-4- (((2S) -4-p«^/l'-3. 4- 

e?fcKo-2H-i, 4-^:/:/::^-^i^i^i^- 2 — r/i') ^ ^si=- 

)V) ^/l-jjNn/l') (^^/W) T^y) y=^::^M i^^, (3- (((2. 
i^'^jV-A- (((2S) -4-p«^/l'-3, 4-v^fc Kn-2H- 1, 4- 

/W T^y) y^^JV) "Sm. (3- (((2, 5-i^^p<^yV-4- (((2 
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2 — f/v) :!i\>^-» :7rc=/k) :^A.:^=z/u) yzf^/V') T^y) 7cc 
-yv) (3_^nn-5- (((4- (((2S) -4, T-v'^^/V- 

3, 4 -i^fc Kn- 2H- 1 , 4 -^i/>*';^=¥1^i^:^- 2 -^/W) p« h=3r 
5 -2, S-S^^^/V^ctri/V) ;^/VjJ>n/V) T^/) 7 i^^, 

(2-^na-5- (((4- (((2 S) - 7 -•:7/l^:^n- 4— p^'f-zly- 3 , 
4-i^t: Kn- 2H- 1, 4 2 — T/l') ^ h^^^) - 
2, 3 — -✓^j?{^7W:7 3iri>'U) ;:^/V:^>r:iyl') (pt^/W T^y) :7a:— 7^) @^ 
(3- (((4- (((2S) -7-^viti-4-;^^Jl^-3, 4-i^\i 

10 n-2H-l, 4-^>'^y;^^1^i?:/-2-^>'^) p« b=3r-» -2, 
^ '^/W:7 31 :=i/U) :;^;V:^=^7V) (oi^/v) r ^ / ) - 4 - p« ^/^:7 
WSk. (4-y^U:tX2-3- ((4- (((2S) -4-^5^/1^-3, 4-i^\i 
Kn-2H-1, 4-^^^y':^:3E^1^i;?^^-2— r/V) p< h=^ix) ^:/>^-r 
/I') 7aic:i/V) (;i-'3E^y) l^lg, (3- ((4- (((2S) -4, 6 

15 -i^;?«'^/V-3, 4-i^l:: Ko — 2H- 1, 4 2 — T 
/l^) y< - 2->^/l':^-n-<i/y^/^) - 5 -Z7/U:tv2-7 zil=:^ 

;v) (:*-=^y) @^^, (5- ((2-t^t3n-4- (((2S) 
-4-j?«^/l'-3, 4-i^fc Kn- 2H- 1, 4-^'y:/:t^^^^l^- 2- 

20 y) i^^. (4-^ni3-3- ((4- (((2S) - 6 -ti' n n - 4 

-3, 4-i?t Kn-2H- 1, 4 — <i^j/;^=¥lhi^i^- 2 -^/l^) p« h'Sr 
- 2-^^/^'<Vi/-f/W) T%J) Z7a^=^jV) (^^ry) g^^, (3-^ 
nn-5- ((4- (((2S) - 6 - p« h ^ix- 4 - p« 5=-/^- 3 , 4-i^k 
Kn-2H-1, 4-^^^y:^=¥f-i^i^-2— r/V) P« h^t^) -2, 6- 

25 i?;??^/^^:/^^/^) T^y) :7 3i— /I') (;*-s3py) i^^, (2-:^^ciD-5 
- ((4- (((2S) -4, 7--:^p{^/V- 3, 4-i^t Kn-2H- 1, 
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4-^:yyr:;^^^^i^:y-2—{M ;^ h^i^) -2, 5 - v?^ ^/V^i^^^f 
/W) T^y) •7:>^:=•J^^) i:^^y) (3- ((4- (((2 S) -7~:7 

4-;^^/V-3, 4 ->?t Ka - 2 H- 1 , 4 -^>'y;^-^1^i;?i/ 
-2— T/V) ^ h'^i/) -2. 3-i^^^/V'^Vy'-r/V) T^y) -4-7« 
5 (;*-dfy) g^^, (3- ((4- (((2S) -7-^x2^-4 

-p«^/V-3, 4->:^t Kn-2H- 1, 4-^vy:^-^i^S^V- 2-^ 
/V^) P« b=¥i^) -2, 6-v?:7/V';^n^>'>>'^/W) T^/) 

(;*-dey) g^^. (5- ((2, 5-i;^:i^nn-4- (((2S) - 
7 h^->- 4-:^'f'/U-3, 4 -i^t Kn - 2 H- 1 , 4 — 

10 2-^/v) 7« b^i/) ^^-y^/i^) r^y) -2-^*9^/^731:=^ 

/W) i^ife. (3- ((4- ((2R) -2, 3-i^tKo-l, 4- 

-f/W) T^y) -4-:7yk;^n73ic=^/V) (;^=3ry) @^^, (3- ((S-:^' 
pp-4- (((2R) - 1 -rt^^/w- 2 , 3^-:;^t: Kn-lH-'T^'K— /l^ 
15 -2 — f/V) -2-;»<^/W^>^y^/^) T^y) -5-7/^:^-0 

:73i— /W) (Jr^V) ^m.. (5- ((3-i^nn-4- ((2S) -2, 3- 

-:^t Kn — 1 -^^'y^^:/- 2— ^/i^y h^v) —^ — yjvurxi^^^-/^ 
/w) r^y) -2-7/u::rn:73:rz/p) (;r^y) @^^^ (3- ((2-7/v 
6-^^7W-4- (((2 S) - 4 ^/W- 3 , 4-i^tKn-2H 

20 -1, 4 — <:/y;^-^1^i^>'- 2 — r/W p< ^^-y-r/v^) r^y) 

731— /V-) (;^^y) i^^, (3- ((2-^nn-4- ((2R) -2, 3- 
i^fcKu-i, 4-^i^y-S^;^-#e^V-2->ry^y hdE^-» 
^^y-T/v) T^y) 731=:/^) (:^:ary) @^^^ (3- (( 2-^5^00-4- 
(((2R) -I-J:^/^— 2, 3-t^t:Kn— IH — f K— 2 — < 
25 /V) ;^ h'^i^) -3-yy^;^ci^i^y^/^) T^/) -7 zs.=^M (;*-^y) 
(4-i5'nn-3- ((4- (((2 S) -4-7*^/^-3. A-V'MY 
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a-2H-l, 4-^>'y':*-=^ri^v?i^-2->r/V') ^ h^i^) ^^y^Z-iM 
r^y) -7^=^)^) (i?7/V':^n) @^^, O-^J'na-S- ((4- (((2 
S) -4, 6 3, 4-v?t Kn-2H- 1, 4 f- 
i^>'-2-^/W p« h^i/') -2 -7/^:^-13 ^i^y^/W) T^/) :7a: = 
5 fV) {"JyA^'^'a) (2-:5'nn-5- (( 2 - n n - 4 - (((2 

S) - 6 -:77V:^ci-4-^ 5^71^-3, 4-i^fc Kn- 2H- 1 , 4 — <:x 

y;r=3rihi^>'-2--f/v) p< b^i^) ^i^y-f/t') T^y) :7ai^/v) 

7/V:^-T3) B^^, (3- ((4- (((2S) - 6 a n - 4 ^/V- 3 , 
4-i^t: Kn-2H- 1, 4 -^V>^;^def-e>i^- 2 p« h^^^) - 

10 2-:^^)\y^l^^r^ )V) T%J) -4-p«^/^7 3i^/^) (v?7/v;^i3) W- 
-:?:7/W;^-t3 (3- ((4- (((2S) -6-;?« h=3ri^-4-;»«^/V- 3. 
4-i;?fc Kn-2H- 1, 4 — 2 -^/U) p« - 
2, 6 T^y) - 5 -y ^yU-^^^/l^) g^^. (5 
- ((4- (((2S) -4, 7-i^;>«^/V- 3, 4 -i^t Ko - 2 H- 1 , 

15 4-'<:/^/:^=^1^^;?:^- 2-^/W) p« - 2, 5 -i^pt^/^^VV^'t' 

/l') T^y) — 2— y ^/l':7^c::/V') (>?:77^;#-a) @^^, v?>^/l^;e-n (4 
-7>'l';^n-3- ((4- (((2S) - 7 - >'/V;*-a - 4 ^/v- 3 , 4 
-v?tKa-2H-l, 4 — ^^^yV^^^^'J^y- 2. — <M :^ Y^"-/) -2. 
3-i^y ^/U^V:/-r/l-) T^y) :7ai::i/U) (3- ((4- (((2 

20 S) -7-^cin-4-y^>'V-3, 4 -i^t: Kn - 2 H- 1 , 4-^>'y 
2 — fyw) :^ h ^i^) - 2 , 6 -i>:7/V:^t3^>'>^^/^) T 5 
y) - 5-7/v;rn:7a:=:/i^) iiPyji':t^) S^^. (5- ((2, 5--:^^^ 
pp-4- (((2S) - 7-y b=3f^/'-4-^5^/l'- 3, 4-:^!:: Kci-2 
H-1, 4 -^:/>^:*-'¥f-i^V- 2 — f/W) ;^ hs^i^) ^i^v^^f/W) 

25 y) - 2 -^/V^e-n 7cc=i/l/) (i^y/Uyi-ti) i^^^ (4-^cit2-3- 
((4- ((2R) -2, 3->^tKn-l, 4 «:v:/i^;*-^v^:/- 2 — T 
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i^^, (3-^nn-5- ((5-^nn-4- (((2R) - 
3 -i^^t Kn- 1 H->r K— /V- 2--('/V) h^iy) 
-2-;;<^yv^:/y-i'/V') T^y) :7^=i/v) (^:?:7/v:^n) i^^, (2-^ 
5 nn-5- ((3-^nt2-4- ((2S) -2, 3 -i^fc - 1 -^^/^ 
.77^-2 — f/V-p^ - 2 -7/^:^-0^1^ y^/V) T^y) 73^=^ 

/V) (i^^^/l^^p) v?7/V:rn (3- ((2-7/W;^-n-6-p«^/V- 

4- (((2S) -4-;^^>'W-3, 4 Kn - 2 H- 1 , 4 -^^^V:^ 

10 (3- ((2-^5^^0-4- ((2R) -2, 3-i^fcKn-l, 4 -^:/>^ 

/W (i^:7yv:^-a) @^^. (3- ((2-^ a 0-4- (((2R) - 1 -m^ 
/W-2, 3-v'fc: Kn-1H-^>'K— /^-2— f/W p« h^ix) -3-:7 

T^y) 7 i^^, 1- (3- 

15 ((4- (((2S) -4, 6-i^p«^/V'-3, 4 t Kn - 2 H- 1 , 4 

-^i/y^e-^i^-s^^^- 2— r/W p< h=3r-» -2, 3-i;==^^/^-<:^>/-r 

(3-7/V;^-r3-5- ((4- (((2S) - 6 - 4 ^/V- 3 , 
4-i^k h*n-2H-l, 4-^i^y':^=aE^i^S^>'-2 — T/^) ;^ h^-^) - 
20 2, S-i^^^/V^^^i/^/^) T^y) ix^ n^^n /VTj^^- 

1- (5- ((4- (((2S) -6-^X2X3-4-:;if-/l^-3, 4-^ 
tKci-2H-l, 4 t:xi/:^i-dr^^S?i^-2— h=aE^->') -2, 6 

ijju:^>m. 1- (4-iJ^nci-3- ((4- (((2S) -6-?^ h'^-^- 
25 4-7<^/^-3, 4-i^t Kn-2H- 1, 4 — <^^i/:^-^M^i^V- 2 
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:y:fy^v:^>'^. 1- i3-^x2u-5- ((2-^i3t3-4- (((2S) - 
4, 7--:^p«^/W- 3, 4->:;?t Kn-2H-1. 4 
2 — (/u) ;^ h^i>') ^i/y^f/v) T5:y) ^>^a/'?>':^7>'^ 
^)?>'^.•l- (2-^5^1313-5- ((4- (((2S) -7 -7/U:tti-4- 
5 ;^^/V-3, 4-i?l: KO-2H- 1, 4 -^:/>^:^=3E^f-i^^^- 2 -^f /V) 

- (3- ((4- (((2S) -7-iJ'nci-4-p«^/V-3, 4-i^tFo 
-2H-1, 4— <:/y':e-'3ri?-e;^>'-2 — f/V) > h^^fi^) - 2 -:7/v:;^-i3 
^W>r/v) T^y) -4 — i/rJ' C2:?^ci/-?v:3&/v;^?v^^ 
10 1- (3- ((2, 6-i;^i!7ux=-4- (((2S) - 7 - p< b ^ V- 4 

^/W-3, 4-i^t Kn-2H- 1, 4 -^>^>^;^-=3e1^v?V- 2 -'T/^) P« 

:^^l^m. 1- (5- ((4- ((2R) -2. 3-i^tKn-l, 4-^1^^ 
2 h^i^) - 2 - 5 ^/V'^i^V^^/W 

15 T^/) - 2-7^^/^73;=:^^) i/^ n::/n^^i^;^77V7i?i^^. 1— (3 — 
(( 2 - iJ' n a - 3 ^/V- 4 - (((2S) -4-^^/1^-3, 4--:?t 
K13-2H— 1, 4 — <>'>/;^dE^f--:;?>'- 2 -^/v) h=af-i^) ^^-^-^ 
/V) -4— n 1 — 

(4-^5^13^-3- ((5-^i3n-4- (((2R) -l-3i^/V-2, 3 
20 -i^b: Kci- lH-^:/K'-/^-2— C/v) ^ h:^^:^) _ 2 -:7/^;^-t3^>' 
>^^/^) T^y) •7:xi=./U) ->^uz/'r2y<i:y:fyA^:^i^m. 1- (3- ((2 
_^i3n-4- ((2 S) -2, 3-i^l: Kn-l-^:/i/77V-2-^ 

^vi-^n/^^yfjjVi^yW.. 1- (5- ((2-^i3p-4- ((3R) -2, 
25 3-e^fc Ki3-l-^i^i^:7 7i^-3-'</^^ - 5 -:7/U:rn^>' 
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- (2-:^i3n-5- ((5 2-^^/V-4- (((2 S) -4 
-p«^/^-3, 4-e?t Kn- 2H- 1 , 4 — <vy;^-=aE^1^e:?V- 2 

1- (5- ({3-^X2U-4- ((2S) -2, 3-i^t:Kn-l, 4-^ 
5 >'yt?:^=ar->:^-2--l'/^;^ h=ar-» - 2 ^/^-^Vi^-T/W - 
2 '^/i^^' iczi/v) i/^ n:7'ny?^^:^;/V7i?:/^, 4- (3— ((4 — 
(((2S) -4, e-i^P^^/l^- 3, 4--^*t Kn- 2H- 1, 4-^:^^ 
M P< -2, 3-{^;^^jV^-y:/y(7V) 

y) -4-7/v;^-n:7 3:;:i/V') ^ b^fc Kn — 2H-lf^ V-4-:«;/v:^?V 
10 4- (4-i^nn-3- ((4- (((2S) - 6 -p< h^->- 4 ^ 

yl— 3, 4-i^t Kn-2H-1, 4 2 — T/V) ;^ h 

t''7:/-4-;«7/V'7j?>'M. 4- (5- ((4- ((2R) -2. 3-v=tKn 
-1, 4 — <>^>^i^:^=3E^V:/- 2— I'/V'T^ h^i^) - 2 -7/1^::^^ - 5 — ;?« 
15 ^/V^V>^^7^) T^y) - 2-^*^/^:701;:^/^) 7^ b^fc K13-2H— tr 
7 V- 4 — 4- (4-^1313-3- — 4 — 

(((2R) -l-^^/V-2, 3 Kc- 1 H — f:/K— /l'-2 — T 

P- 2H— t'7^^-4-:*/l'7j?>'l^. 4— (3— ((2-:^' n ct- 3 — 
20 /V-4- (((2S) -4-p«^/l'-3, 4-^;^t: Kt2-2H- 1, 4 -^^^ 

2 — f/i^) ^vy'-T/v) r^7) -4-7/^:^-13 

731=^/1^) 7" h7t Kn-2H-fcr^:x— 4— js^/vsi^^^x 2-;j«^/l'-2 

- (3- (((4- (((2S) -4-^^/1^-3, 4-S^t Kn-2H- 1, 
4 — 2-^^/1^) ;^ h^-» -7 a^z=.jv) 

25 y) 73i=i/V) :rny^:^^, 2-p<^/V-2- (3- (;?f^/V ((2-^^ 
/V-4- (((2S) -4-^^/1^-3, 4->^t Kn-2H- 1. 4-^:^ 
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z=.}V) -ifxiA^^m. (3- (((2-iJ^nn-4- (((2S) -4-p«^/l'.- 
3, 4-v?fc Kn- 2H- 1, ^-^l^^/'^^^V'l^- 2.--{ )V) :^ 

5 n) i^^. 1- (2-;^nn-5- (((4- (((2S) -1 -^fV-^^-A 
-p«^/^-3, 4-v't K13-2H- 1, 4— <:^>^;e-=^i^i^>'- 2--1' 

>>iJri3:7"ny?:/:^;/vsi?i^m, (3- (((2 -^J' n d- 4 - (((2 
S) -7-^ hdeV-4-^^/W-3, 4-s;?t Kn-2H- 1, 4 -^^^ 

(((4- (((2S) -4, 7-i^p«^/^-3, 4-v?t Kn-2H-1, 4 

^i^/V) {X^-7fVirxi) 2- (2-:J'nn-5- (((4- ((2 

15 R) -2, 3-i^fcKn-l, 4 -^vyi?:^-=^r'>:/- 2 h=3f'» 

o^^V^. (3- ((4- ((2S) -2, 3-i^fcKn-l, 4 — 
:^-^->:/-2— Y/V;^ h'^i/) -2, 6 -i^^ ^/V^i^y-f T^y) 
y^in/v) @^^, (4-;J'i3n-3- ((2, 6-^;?p<^/V-4- (((2R) 
20 -4-y^>'U'-3, 4-t^b: Kn- 2H- 1, 4 -^>'y;^=3f.f-t^:^- 2 - 

;^ ^i^y^r/W T^y) yoicri/u) i^^. (3- ((4- 

(((2S) -5-:J'na-l-rc^/l^-2, 3-S^tKo-lH — <l^Y^ 
7« h=3riy) -2, 5-i:^;^^/l-^l^y^M T^/) -5- 
7/1^:^-13 7 31 ri/V) i^^, (4-^0 0-3- ((4- (((2R) -5-7/1^ 
25 :^n-2, 3-i?k -^:^y7 7:^-2 — f/u) p« b=3E^-» -2, 

6 -i^;^^>'^^^^y-f /W) T^y) ya::=:/^) g^^, (3- ((4- ((3 
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R) -2, Ko- 1 -^^/'y^^:/- 3— T/l'P^ b^^/) -2, 6 

-S^p<^/V-<i^y-f/t') T^y) -4-;^^/v:73i-/V) i^^, (3- ((2, 

5-S?7«^/V-4- (((2S) -4-p«^yV-3, 4--i^fc Kn-2H- 1. 

4-^:^y:^^i^i^>'-2-^yi') p« b^ei/) ^i^y-r>'W T^y) -4- 

5 g^^. (5- ((2, 6-i;^^'^/V-4- (((2S) -4- 

p<^/V-3, 4-i^t Kn-2H- 1, 4 2 -^/V-) 

hdfi/) ^i^y^/v) r^y) -2— r yiT'ntvv^ac— /V) i^^, (3 

- (( 2 5-^*^/^-4- (((2S) -4-^^/>-3, 4-i^ 
tKt3-2H-l, 4-^:/y;^=3ri^i^V-2— f /V) 7« h^^/) 
10 T^/) :7 3.=/V) @^^, (5- ((5 -31^/1^- 2 -^^71^-4 - 

(((2S) -4-p«^/^-3, 4-i^t Kn-2H- 1, 4-^i^y:^'¥1^ 

,-?^_2 (/U) :^ h^l^) ^VV^^/V) r^y) - 2-;^ f'¥v^:7ai:= 

/P) i^^, t)b<f* (2-^nn-5- ((2. b:3{^v'-4- 

(((2S) -4-;»«^/V-3, 4-i;?fc K13-2H-1, 4 — 

^h\z:m^V\f^^t^mtL>X. (D (3- ((2, 3-S^P«^/^-4- 
(((2S) -4:-yf-J>-3, 4-i^t: Kn-2H- 1, 4-'<>'>^;^^1^ 
20 i^:/-2 — f/U) y h^i^) ^^^-/><JV) T^y) -4-y;V:^nZ7zjLZ=. 
M (2) {A-^X2U-Z- ((2. 3-i>p«^/l'-4- (((2S) - 

4-^^/V-3, 4-e?fc Kti-2H- 1, 4 -'^ 2 -'f 

/i^) ^ h=5ri/) ^:/i/-r/W T^y) ya^=-;v) (3) (4-^nn- 

3- ((2, 6-i^^^/^-4- (((2S) -4-;^^>'W-3, 4-v^fcK 
25 n-2H-l, 4-^:^y:^=af-9-5^:/-2— f/l') p« ^>'y>r>'^) 
T^y) •7=>l:^jV) WW.. (4) (4-^5^^10-3- (( 5 - n n - 2 
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;^p_4_ (((2S) -4-;i^/U-3, 4 -i^fc - 2 H- 1 . 4-^ 

m.. (5) (4-^nn-3- ((2, 5-v'p<^/V-4- (((2S) -4-7< 
4-i;?t Kn-2H- 1, 4-^:y^rir^^i^i/-z — ( ,v) p< 
5 ^'3E^'» ^V-i^^/V) r^y) i^^, (6) (4-:^na-3- 

((2-:7yV;rn-5-^^/V— 4- (((2S) -4-^^/W-3. 4-i^ 
tKn-2H-l, 4— <^^y:^=3E^i^-:?>'-2-^7^) ^ h^^fix) ^V^-f 
/V) :7ai=i/l') i^^, (7) (4-;{'nn-3- ((2, 5-i^:7/V:^ 

n-4- (((2S) -4-^^/l'-3, 4 -i^t Kn- 2 H- 1 , 4 -^V 

10 v^'^e-^sri?--:;?:/- 2 — <)V) 7« b^ix) ^i/y-r>'t') r^/) g^^, 

(8) (3- ((2, 3-i?p«^/V'-4- (((2S) - 4 - ;»« ^/V- 3 , 4-i? 
fcKn-2H-l, 4-^>'y;^-:^i^i^V-2— Y>'i') ;^ h^^i^) 
/W) -4-p<^/U7:t— /V) (9) (3- ((2, 3-i^p<^/V 

-4- (((2S) -4-p«^/^-3, 4-i^fc KO-2H-1, 4-^:/^ 

15 2->f/V') p« h'^-^) ^>^>^^/^) T^y) -^-:^^)Vy ^ 

(10) (3- ((2, 3-i^p<^/l— 4- (((2S) -4-p<^ 
/V-3, 4->?l:: Kn- 2H- 1, 4 2 -^/V-) p< h 
^-^) ^V^Z-r/V) T^y) 7 @^^. (11) (3- ((2. 6-i?p« 

^/P— 4— (((2S) -4-p«^/l'— 3, 4— e^fc Kn-2H— 1, 4 — < 

20 >:/:i-^^i^>-2 — f/V) 7< h:^^^-^) ^^l/^M T^y) -7 

(12) (3- ((2, 6-S^p«^/^-4- (((2S) -4-p«^yl'-3, 
4-i^fc KO-2H- 1, 4-^>'y:^-=¥i^5^^^-2--f7^) ;^ h^^i^) ^ 

JV) T^y) - 5-7«^>'^>'rn=:7V) f^®^, (l3) (5- ((2, 6- 

i^;?«^>'^-4- (((2S) -4-;^^/V-3. 4 -i^fc Ko - 2 H- 1 , 4 
25 — ^>')/:^'aplhi;?>'-2->r/V) p« h=¥e^) ^^'i/'f/V') T^/) -2-:7 
/^;^a:7ai=:/l') (14) (5- ((2, 5 - 4 - (((2S) 
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-4-;^^/!.- 3, Kn-2H- 1, 4-^>"/:i-^^i^>'- 2 - 

-f/V) :^ h'^i^) ^l^^/^A-) T^/) -2.-:^f'^'^=^=^f^d ^W.. (15) 
(5- ((2, 5-i:^P<^/l— 4- (((2S) -4-^^/1^-3, 4-e^b 
Kn-2H-1, 4-^i^>*':^^1^i^i^- 2 — f/W) ^b'^i^) 
5 fV) r%J) -2-:7/V;^ci7rc^/V) @^^, (16) (3- ((2, 

(((2S) -4-^^/1^-3, 4-i^fc Kn-2H- 1, 4 — < 
>'y':r=¥l^S?>'-2— f/V) ^ h=ari^) -<:^)/-r/^) T^/) :7 3irr/^) @^ 

(17) (5- ((2, 3-i;?p<^/W-4- (((2S) -4-7«^/V-3, 
4-5?t Kn-2H- 1, 4-^:/y:^=¥i?-i^i^-2-^7l') h'^ri/') ^ 

10 vVAjV) T^y) - 1-y (is) (5- ((2, 3 

-S?p«^/W-4- (((2S) -4-7«^/V-3. 4--:^t Kn-2H-1. 

4_^^y;^d^i^i?>'-2-^/^) h^api^) ^^^y^r/v) T^y) -2- 

p«^/V':7::c:=i/V') (l9) (5- ((2, 6 - i^^P^ ^/V- 4 - (((2S) 

-4 -^^7^-3, 4-i^fc Kn-2H- 1, 4 — <:^y':^=¥■^^v^:/- 2 - 
15 -T/v) ;^ h^5^) '<:^>^-r/v) T^/) - 2 -p«^/v:7 3ir^7V) g^^, (20) 

(3- ((2, 6-S^'7«^>'^-4- (((2S) -4-p«^/^-3. 4-^^t 
Kn-2H-l, 4-^:^y';^'^1^v':^- 2 — i ?v) :^Y^-y) ^^^V^ 
/V) T^y) - 4 -p« 5^/1^7 oinyW) g^ife, (21) (3- ((2, 6-e^p«^ 
/V-4- (((2S) -4-p«^/^-3, 4-i^t Kn-2H- 1, 4-^>' 

20 2-^y^) ^ h=¥iX) T^/) -4-:7/V:^n 

^ai^/V-) g^^, (22) (3- ((2, 5-i;^^^/V-4- (((2S) -4- 
;j«^/W-3, 4-i^fc KO-2H- 1, 4 2 — f/V) 
> h^v^) ^:/>^-fyV) T^y) - 4 ->'/l';^n:7 3i::^/W @^^, (23) 
(3- ((2. 5-i^p{^/^-4- (((2S) -4-p«^/l'-3, 4-i^t 

25 KP-2H-1, 4-^i^y'^^1^v?i^- 2->r/W P« h=^'» 

/l^) T^y) -4-p«^/V7ai::i/W) it^, (24) (3- ((2, 5-i^p(^ 
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/V-4- (((2S) -4-p«^/V'-3, Kn-2H-1, 4-^>' 

73^=^/1^) (25) (4-i^nD-3- ((4- ((2R) -2. 3->? 

tKn-1. 4-^>yi^:t^->:^-2-'^/i^;^ h^iy) -2, e-Z^s^if- 
5 /V^^-v^-T/U) r$/) 731^/1^) (26) (2-:^ an- 5- ((2, 

3 -i^^ ^71^-4- (((2S) -4-p«^7V-3, 4-i^t Kci- 2H- 1, 
4 — <>'i^:^=^r1^i^>'- 2 — r/W) ^ h=^->') ^^/^^/V) T^/) ysi=^ 
;V) mW.. (27) (2-iJ^ni3-5- ((2, A- (((2S) 

-4-^^/1^-3, 4-i?fc Kn-2H- 1, 4 2 - 

10 -r/W ^ h^^^) ^i/j/^f/V) r%/) :7:n^/^) (28) (2-^t3 

n-5- ((2, (((2S) -4-7^^/^-3, 4-i^ 

tKn-2H-l, 4 — <^^y:^=ari?-e;?i^-2— T/l') p< ^^/i^-f 
/W) T^y) :7^^/V) @^^, (29) (4-^nn-3- ((4- ((3R) 
-2. 3-'^b Ka-l-^i^:/77>'-3-^/^^ b^i^) -2, 

15 p^^/v^^'j/^r/W) T^/) :7ai=:/i') i^^, (30) (4-:^'nn-3- 
((2, 6-i?7«^/V-4- (((3R) - 5 -;?<^>'l'- 2, 3-i^tKci- 

i-^>:/y=7i^-z — f/u) p< ^d^ix) ^^-y'-f/v) T^y) y^=.jv) 

S^^, (31) (4-:^'na-3- ((4- ((2 S) -2, 3-i^tKn-l 
-y<-yyy=^l^-2-^;V:^ V^'y) -2. Q ;V) T% 
20 /) 73^:=/^) i^^. 43J:t;«(32) (3- ((4- (1, ^-^^Vi;^:^^ 
/l^^2 — iA^;^V^i^) -2, 6 -i^^pt^/V^vy'^f/l^) T?/) -4 

^if^bVMb-^i^i UT, (1) 2- (4-^nn-3- ((2-^i3n 
-4- (((2S) -4-75^/^-3, 4-i^b Kn-2H- 1, 4 — ^i^j/ 
25 :^^1^-^>'-2 — f/V) ^I^^/^JV) T ^ /) :7 aL=^jV) -2- 

;;(^/l.:/n/-?>'^, (2) (4-^nn-3- ((2-^nn-4- (((2S) 
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-4-p<5^/W-3. KO-2H- 1, 4 -^V^;^dE^i^iP^^- 2 - 

^/W pi h^i/) ^^^y-T/v) T^/) 7 = (>?7/^:^n) g^^, (3) 

(4-^nu-3~ ((2-j^ni3-4- (((2S) -4-p«^/V-3, 4 
-i^t K13-2H- 1, 4 — <;^>^:^=3E^■i^>?>'- 2 — f/W) p« h^i/) 
5 y-T/V) T^y) (;*-dE^y) @^^, (4) 2- (4--:5^nn-3- 

((2, 5-i?;^^/^-4- (((2S) -4-p«^/^-3, 4--S^fcKn- 
2H-1. 4-^^^y=3rlJ-i?:/-2 — ( /U) ^l^^/^/l-) 
y) yzsu^jV) -2-:^^jV':/n^<'yWt. (5) 2- (4-tJ'nn-3- ((2, 
6_^;?p{^/U-4- (((2S) -4-^^/W-3, 4 -S^fc Kn - 2 H- 1 , 
10 4-^l^y^-^i^l^-2-^ ;v) ^ h^ri^) -^i/y^/W) T^/) y 0:.=' 
JV) -2-:^^jVzf^^^l^m. (6) 2- (3- ((2, b A- 

(((2S) -4-:^^A^-Z, 4-':^t K13-2H-1, 4 -^>'y:3E^1^i^ 

2—^'f-jV:fu^^'y^^ (7) 1- (4-yan — 3- ((2, e—i^^^'^/V— 
15 4- (((2S) -4-^^/1^-3, 4-i;^t KT3-2H-1, 4-^:/^^ 

(8) 1- (4-:^^nn-3- ((2, 5 — ^/w- 4 — 
(((2S) -4-p<^/V-3, 4-i^fc Kt2-2H- 1, 4-^i^y^1^i^ 

20 (9) 1- (4-^na-3— (( 2 — 4 — (((2S) — 

A-y-^Ji^-Z, 4-i>t Kn- 2H- 1 , 4 -^i^^ 2 — i 

(10) (4-i5^nn-3- ((2, 6->^p<^/^-4- (((2S) -4-p«^ 
/V'-3, 4-i^t Kn- 2H- 1, A-^l^y:t^-^i^>'-2-^/l-) yh 
25 ^a^e^) ^i^y^^i.) T^y) y^^^-fV) mW.. 33J:tF(ll) (3- ((2, 6 
^71^-4- (((2S) -4-p{^/l'-3, 4 ->?t Kn - 2 H- 1 , 
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C2~5T/V'Jr=iU'>'^«, g^S-eS^fe$tt-CV^-C^iV\) -CfeS. (4) 

R^dS^-fb^tL^fcC l~6T7^:¥/^St?*)5^ (5)R'*d5^'ft;$tb;^C l~6 

15 *ttSo *<*:6«JJ2:«. '^J;tf^. (3- ((5- (k Kn^^^p«^/V) -2-;»« 
(((2S) -4-^f-/V-3, Kt2-2H-1, 4-^ 

(3- ((2, 6--S^;>«^/l'-4- (((2S) - 4 - ^>'^- 3 , 4-i? 
tKn-2H-l, 4-^:/y:^^i?-i^^^-2— Y/W :^ V^^^) ^vy^ 

20 /V) T^y) -4- (fc Kn:^-:/^^/V) 73i:=:/W) @^^, (4-i>'np- 
3- ((4- (((3R) -5- (k Kn^i^pt^yP) -2, 3-5^bKn- 
1 — <»^7 7^'-3-'l'/P) 7« -2. 6-i^p«^>'l'^>'y>r/^) 

T^y) Z7:^^;V) mk. (3- (( 5 -Jjc^l^^l/l'- 2-^^71^-4- (((2 
S) -4-p«^/l'-3, 4-i^h Kn- 2H- 1, 4 

25 p« ^VV^^/l^) T^y) 7 g^^, (3- ((2. 

6-t^p{^yV'-4- (((2S) -4-p«^/^-3, 4-i;^k Kn- 2H- 1, 
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4-^>':/:^^^z^:y-2 — (ju) :^ ^^^y-fM r^y) -4- 

^l^/^?/^:7 3;=/^) (3- ((2-:^ni3-3-:7/l/;t-n — 4- (((2 

S) -6- (fc Kndri/T^^/V) -2, 3-v?fcKn-l, 4— O-V^i^:^ 
2- -Y/W) ^ b=arV) ^vy-Y/V) T^/) -4-7/W;^P7a^c= 
5 /V) @^^^ (5- ((4- (((2R) -l-3i^/V-2, S-i^^fcKn-lH 
— rvK— /V-2 — (/V) h^iy) -2- (t Kn^i/';?«'5^/V) -6-p« 
5^>'V^>'y'^/k) T^y) -2-^^/H7:x^/V) 5- (((3- 

^/p) 7 :i&/u>a?d:/v) -4-;?«^/^- 2 - 

(((2S) -4-^^/V-3, 4-i?fc Kn — 2H-1, 4 -^i^>^:^!¥1^ 
10 i;?:/- 2 --T/V) ^ h^i/) 4- (;«7/W7K:3ri/7«^/W) -2- 

((2, 6 -':^7«^/l'-4- (((2S) -4-pi^/V-3, 4-e;?tKn- 
2H-1, 4 — <:^)/:*-^rf-':?:^- 2 — T/l^) ^ h=¥'» ^^/j/^/V) 
y) ^fc\t (6- ((2. 5-i;?^^/^-4- (((2S) -4- 

;?«^7W-3. 4-i^t Kn-2H- 1, 4 2 — f/v) 
15 p« b'SE^-^) ^:/>^-f/W) T^/) -2, 3--:^tKti-lH — ri^7*V-4 

•5. :*:|§W{b•a'^^tt;k:^^tt;fe^liai:JfeS^#^^#t>'6•*?"^TV^5 [The 
Merck Manual of Diagnosis and Therapy (17th Ed), Merck & Co.tHf&lo 
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ill (I) X^:^ti^it^m<D^ib. R*:dSci~4T/l-=3e/v^. 

(lA) 



(^^. Qti-C (R*2) (R^^) -^^*?U R'^ttC l~4r/^^7V'S. 
(a) (lA) "f. E;JS-c (=0) -^ftn-S (O) 

^b-^i^x -r^j:*p*>-^^ (lA-i) 



15. (^^. E^tt-c (=o) -iitcn-s (o) 2-«r^*?u t(om.(Dm^ 




o 
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JL ft 




N 



(II-l) 



(m) 



15 tJ«R^-Me:<J;o-c^t3$tb'5Stc-^*tuS;i;/i-3i?=3e;y7V'S. tK^Sx T^y 



o 
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5 (1) my^94 KSrffiV>5;^«fe. 

(2) ^S-a-^ilTki^^lrffiVNS^fe, 

(3) m^M^m\^^^:^^^i!>miftbti?>o 

10 n 7}n/V a a ^ -r h 7 t K n 7 ^ ^J;^ 

15 ;V:x^'^jiVT ^ N- p« ^y'W^/l^* y 5 2 - ;?< ^/Vlf y i^^V 

(MEP) m) (D^^T^ r^l^h^mWm: {^nxi:^;VJ>.^ i?^xix2;^^ 

^/VTi^^=!^A^ n y h\ h y p< ^/V7^i//VT D y K. 
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(2) ^il^mil7Ki^^ffiv^s^^fe^^x ifj^i-^^i^m^mmmm 

*fc«^il^^ (j^nctdf^oi^/K i^nnaf^-i-y^^/v^) i:^ 0~4 

(3) 3!i'^^Js^lBv^s:^^«. '0!i;t«r. -^^v-g^^-^mhT -^mm^ 

15 «^#:&T. fH-a-j^J ( 1 , 3 -i^l^^ 5 K (D C C) . 

3- [3- (v?;^'5^/WT^ /) :/t3 tf/v] ;«;/W7}€i^-f ^ K (E 
DC), 1. 1' (GDI). 2-^Pn-l- 

propanephosphonic acid (qrdic anhydride ; P P A) ^fflV*, 1 — K 
20 P^^/^i^Xb y r>^— (HOB t) ^^V^S/6^fflV>^fcV^-e. 0~40'C 
■C*KJl?$*Sr.^:{j:J;t)e'&fc>tb5o r<©Sl2;?*. ^Sl^J^ff:^ (rjx^zii^, 

25 (1) T/i^:^VM7k^. 

(2) ^&^#Tt-*5tt5iai5fe^SJ^, 
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(3) m7km^\ci::bm.^mRjt^. 

(4) -yv/i^m(Dm.mmRi:t:^. 

(5) ^M^fflv^fcJl^^.isas^s;^ 

(6) ^m^i^^m^^fcm^m^j^^m^mifhti^o 

(1) T/u:fyvm^^mi^^^^^mRmn. ^mmm i?^^ 

^xiuitsivK^ ^j>-^^-^>^ i^M^^/K r:=-y-')vm mmm mm. 
hv^/i^:t VI mm. ^>y^/\^^>m. p- h-y/i-m^). i^ta-tmrnm 
15 mm. mm^) ^i.<}-i:ifih<om^m (Mit:^mymmm 2, 2. 

jii^^), -irhi/^ (T-fef:/. pt^/^oQ^/l^-Jr :=ihy/^^ (T-fe 

^^tcn^fhh(D2!^ji<Dm^mmm) mm {^<^i^^j^-m.m. ^-^^ 

2 0 0*C<o?a^-etT?^^t>tb<5o 
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(5) ;^jisr^vNfcjeiii^gis^s«, m7L\t. mt^Wk mm. pH4.2~ 

(6) ^JIS^§#:«^llV^5J!^i^5^mS^&f^. Mx-Wf. ^^^i^ (i^?;?^ n n 7« 
•f^m (TK^^bfy:^^/^;^^, hy3i^>'^i/7>'. K:/. •=e/W5f;yi^. 

/w;}n;^:7^ vz-^yv^lJ^A (0). -ig-ffeiif;^ ( b y :7 3iri/W7i^;x7-< 

i^) Dv^i>^ (I) m SrllV^-C. 0 — 4 0*C©m^-C^T/jJ*5tLSo 

±laei^^^:%^ Mx.rix T. W. Greene, Protective Groups in 
20 Organic Synthesis, Wiley, New York, 1999 {C|a^$ttfc>^fe{C J;oT. 

t-zf^jvm. h y iJ^nnac^yw^, (Bn) :7 3l•:^i//^^, 

p h ^i^^^^i^yv-^, b y ^/V'^. 2 n n h y ^y^S*fc^«i^e> 
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/V (MOM) 1 -rc b driven (EE) ^ h ^i^J^ h Vp« ^/l^ 
(MEM) 2-x h7fc Kn tf^:^/^ (THP) M) ;^ ^/V"^ U 

(TMS) by^i^/k-jxy^v (TES) t -:;^^/vi^7«^/^^^y/^ 

(TBDMS) t-y^/UiP':7a:i=-/l^->'V^^ (TBDPS) S^ T-fe^ 

5 /V (Ac) tr^^n^/vSx ^>'i^/^ (Bn) p-;»« 

b^V^:/^?/^^, T y /V:r=^r^/;«r/V<'7}?ri7V (Al 1 oc) 2, 2, 2 

- h y ^ n noi hdr^^;(7/Vj}?^/^ (T r o c ) ^m:dmifhtl^o 

b^^ri^ji^/Vj^^^/vS. Ty/V;e-=¥'>;«77W2H=>'^ (Al 1 oc) 
10 /V- 1 - (4 - tf 7a:^/W) h^i/;^7/W#c=:7^ (B p o c ) h y 

n) p-p< ^i^5^/V:^=aei^p«^/V (BOM) 2 

- (hV pi^yviyVM (SEM) £#^s^5fbttSo 

15 ;?« h=ar->^^/V (MOM) 2-7" h^t Knf^r::/^ (THP) 
73i:=^/V7«^/l'S. T-fe^^'V (Ac) M^^mifhtl^o 

V'>o ^^f^> T. W. Greene, Protective Groups in Organic Ssmthesis, "VWley, 
20 New York, 1999 iZ.§SM^tltc h t^jO^^ V > bttSo 

(b) (lA) E;6S-CH2-^^:b-r{t:#^. ■r^.e^p*>-J^^ 

(IA-2) 
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(R^)in 11 




(IA-2) 



(n-i) ^r^in-^^ (n-2) X'^:^tb?>it^mt. (iv) 



5 i--<TO^-i-«*iflB^I^C5t5fe«r^*>-fo) X^^n^it-kmt:. 

3S7ne«jT^/'fbS^£:ri^^Tfot). M;tfi. ^mmm (xh7t Ko:7^ 
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(c) ^Psie:, — (lA) X-m^ti^^t^mit. — (V) 



-m^ (VI) 



(^i^-fei/i^i^, ^^■:hhyrj7A, mm:^V^J>^^ mki^J\^'^t7J^m) 
< tiT/i-;& y ^moTKm^b^ (TKm^b-^- h y i^i>.. 7Km^b;& y A^) , y 
20 ^;&y!>A (K3PO4) *fctt-€:©7K^fcSVNfirtbe>o?l-^i^#?iT. 



o 




(V) 
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f=hJJ/K ^l^-^l^. h/W:n:x^) ffi, TVit^m irz/V':fy/v:^>^iP 
/V) e;?if^y t;?^^, i, i' -Ty^\f:^ (n, n-s^7«^>'V^/vat^ K) 

m (DmET. 0~6 0'Ct?#7^jJt>tLSo 
10 (d) ^fc. R^;iSR^-2Sr^:bi-^b'a-«^. -r?'^*?-^,— (IA-3) 



(IA-4) 



15 C^^-. "r'<-C<©ia-^fiHulBi:I^C#5fetr^t)-ro) T'^^ttS^b-a-^tr^ 




o 
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hy^A, #:&T^ ^NH^^-jk (Cl~6) T/V^/V*fc 

h^-VVJ'^. ^V-^^', h^po^i^^) 1^1, Tj/^fc;-^% ir^^i^^JV^^-^ymi^ 
;v) ^J}f^]}'J^^^ 1, 1' -T:/\f:^ (N, N-i;?^ ^/ujhc/UAT ^ K) 

^) OD#^ET. (Cl~6) T/W^^f/vxyVs— /W*fcJi^>'v?/VTy^=i— /i^ 
^ffiv^T. 0 — 6 0'C-r?t)fTJ^j:*3ttao 

ife. -t-5fc^*>. (IB) 
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5 3a5-et5„ 

10 (n-i). (n-2), (m). (iv). (v) :^xxj^ (vi) x-y^^^ti^^t^ 

m^lt. — (n-1) :feJ;tJ« (n-2) Xm^ti^it^^(Do^. Q^i)^ 

15 ra:j6s-e#s„ 
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R^COOH, 
(R«C0)20 

R^COCI 



K©al7C 



O 




H 



(n-2) 

m^^. (n-i) •^^^fi^^t^mtD^ib. q^^^-c cr^'^^) 
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5 (XI) (XIII) (XIV-1) 

^j;tri^ -fls^ (n-1) -t*^^ti^it^m(o^ib. q^t^^-c (r^*^) 

*^f«m^^e#^t>oT^<J:v>C2~5T/v^v:^S (^C2~5r 

15 f«iB ^ 1^ zM^fmt>'ro 

gfRX^^2-l 

O Y O Y O 




(R*-')m-hl X— Y-x (R")h,t:jL <'*">"t:A R^< 

V^NOa ^<*^N02 -^^n"^ 

(XI) (XIII) (XIV-1) 
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(XV) 



HO ^ b y /V^O 
NO2 




HO^ ON 




(XVI) 



NO2 



"OV^OH 

^^N02 
(XVII) 



o 

oyU^-R^* 

('^■*)m"T~^ r4-1 
H 

(XX-1) 



o 




NO2 



(XIX) 



(R^-^)m^ 



F U ° 



N 
H 

(XXII-1) 



(XXI) 



R^*-OH 



O 



NO2 

(XVIII) 



KiS^X^^^l-Sff^ tbl§J[^3|s|'i:U-CfflV>S-|S:^ (VII). (xn) *3J;0J 
(XV) -e;^$tb5'fb-a'^J^i^^-t:feSd^ fcSVMi<2^^©;^^fe. mK.\t. 
r Comprehensive Organic Transformations : A Guide to Functional 
Group Preparations 2nd Edition (Richard C. Larock, John Wiley & Sons 
Inc. I999)j ic|sa^i^fc^^^^fflv^S^^^^:J;!9^^^cM^t•r^-i^s-C' 
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rComprehensive Organic Transformatioiis ' A Guide to Functional Group 
6 Preparations 2nd Edition(Richard C. Larock, John WHey & Sons Inc, 
1999) J lC|Bm$ttfc:*'fe^ia^-a-fc>ii:-CfflVN5 ^ j^it-TS ^tT^t^ 

10 X^^o 

t>J:v^U \f^<^ib><DR}tMTW:^nfJ:^Xi>X\/\ 

90 



wo 2005/028455 



PCT/JP2004/013983 



ru/u^-imm0ks rwvds2-tt#iJ8, mm^^m^^j^if). 

10 ^t^^hn^o 
mm 

xh^\f\ :imn^<Dmmizi^x^-^'t^m^ia:ii. mf^t^^:i^J:xj^mmm 
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-<Z^^h\ iS^^)%^\^:^^Y (DNA. RNA. tt^^^). T^'^-fei^:^, 

^^ism. n^-n^. nmmm. m^i^. Wi^^t>'Q:fs:^iz.xv)m'^migiir:s> 
10 1 0 0 «»§p.ffi wtLf^ J; v\ m(DmMi^^M<D 2 m&.±^m'M:<Dm^x- 
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^-mm&mm. #^:^-7^ti-r :^Tu^h^m. -mtmm^i^ 

'7a:,^V'7 3^^\>l^. H^^J'i^'^', f =7 9 ''^^^ . W^-^^'^^^ 
^J^y^ TAK-427, ZCR-2060^ NIP-530. %V=7:^ 
^l^^ BP-294. T:/K7^h, 7/:7-Y>', TrJ' y x^;^^>'^30S#Jf 

■rbP/^V, hny«>';(77V->'lJ7-t.7K?Pi^x KT-2-962 ^>OS^{f P>tL5o 

'^l^'rA^ijy^Y^ if 7>f /WV:*;^ MCC-847, KCA-757. CS-615. 
YM-158. L-740515. CP- 195494. IM-1484. RS-635. A-93178. S- 
20 36496. BIIL-284s ONO-4057 ^;dSp(-f ^,^1.60 

■^^wf^^i-f^/^y. ^mrf^^:^^yi^. mk^Yuzujv^y^^, m^m 
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>^ zffy=^v^ 7/1^— yy K byrA^xynv, st-i26P. s^ij^i^y^ 
0t=2 y u-cfi. -e^^rf. :^{b-f tT'^ hcifcr>>A, :ft^b;e-^-> h n 

Pf^^A, W<hn^— h (UK-112166) ^^s^tf ^ttSo 
25 #^;;^7"n-r K^^2*8lSm^ UTtt. -eajx-ti. lMf if-y 1^y ^yi'gl':^ h 
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-f>'K^^-»'. :^-:fxiy^i^, yzfuyf^vr 

•yzfviys.-y\f:3y^;v, -rz/n^-^-y, y/v/vyf-yxxya:.':^^ y;v;\^\f'y 
uyzc'yT^-^^ji'^ ^Vyx^y oL-y^ y au/yviy J>>^ 

10 MT/^^^^J>>^ h/uy:^-^J>^m. yu^^yaz=:^y^ ^yy^^^-zuy^y 
V, -^^^yyauyyifyy^ yfxi^^ytu^^. TJ^'^tiJ^^ r^^^^^i^^ 
-f-y^^/^i^nm. =^}^vy-zi-. mm^r^^ k. ^t^^yye^v, :n 

^/W7r>^:>'s ;^/^fyi^^ ^i/i^^v, i?-y K>'> -fe-r:^G, r^t°n- 

So 

25 #SfJ^ lg#^«fe. mm^m\^i:>'om 

fl^t^. ^A—Ahtc^s l|Hl(cot, Imgd^b 1000m gO^H 
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its mmA^. a:.^j-',v) {c-^^^tvSo ^<oumo\-^. ^^'^fa^^mk- 
5 ^{cMp^pJs mmm(n>);i^imm&. -a-*^f!l^ mi^^j, ^Sj^j, B&Mjsas:'^ 

M^i^^H#fF0 2,868,691 #*3j;t;«P^ 3,095,355 ■^{c:|^b< |B«fe^tbT 

^J. Jl^^JtUTf*. ■eajx.(€:/i3tn/:/i/y j^<y c^i^t-v^y 

\z.vimn. ^mn. r^m^j. ^^^t^j (M;t«. 7^5^ ^ 
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:Lnh(DW(.xMt.<d:^(D:}om^m\:^xmm^ic\^^o 
15 i^m). m^m. mm^m (y ^^m-r h y i^a. i^ii-^ h y i^a^). ^siit 

•^-^) ^ MiSiijSI'fc ^^i^f.^{i::^S: DTJil:^*^ UTMi^^ti^So 

(^i^:/:/. t''^;^ hy i^^). jK?^^J m-^M. 

25 t^muU^(Of;i}sb<0^<Dm(Om^mt\.XYt. X>t^i^fz.\%^fn^±(OfB 

mmm^^^. nmi^x^^:^^th^^mmMs ^mm. m^m. mm^^^ 

98 



wo 2005/028455 



PCT/JP2004/013983 



]knm^mm. msk'wmm. ^a:^^^^^ m^m. ^mm. mmnmrn. 

TV^S„ 
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MMm\^^-f'it^^^i-i. ACD/Name i^^—iPmly 6.00, 
Advanced Chemistry Development Inc^db^) iJl <t o Vtio 

mmm i : 4 - 7? h ^ix- 2 . 3 - -^^ 

4-^h=arV-2, 3-i;?^^/V-^>'XT/^7^t K (14.8 g) 2, 2 
5 - ^7^:7^0 (16 0mL) ^tK (4 0mL) (ZJ^i-a-^i^ls:^^ 
V >m~:^mi- ^ J^—:^^m (15.5 g)s 2-^^/1— 2 
(4 3mL) *5j;t;«ffi|fe^^-^by (28.5g) ^WS^fotJDx.. ^?a-C2^ 

SbT, UATt^^^l^M^^rS^^SYb-a^^f (14.3 g) Sr#fc„ 

T L C : R f 0.52 n n^tc/VA : p< d^y^/l^ : mWt=9 : 1 : 0.1)o 

MMM 2 : 4 - 1: K P =ar 2 . 3 - v^;^ ^/V-^,g.^^ 

r/v=f:/#ffi^T, ^ife^^ili-cSSitUfc^b'^ife (14.3 g) ©it^b^^w-^' 

15 (5 0mL) ^M^h:^^mm[^:^^l^>^ (IM. 1 6 OmL) 

^^^^(Dm^mmTi^hw^^vx. &.T(Dm^m^^-r^mmit^m (13.2 

20 g) ^#fCo 

T L C : R f 0.32 (^ n ta tJx/VA \ J : g^^= 9:1: 0.1)o 
Hjfe^ 3 : ;?t '^fv 4 - Kp ^r->- 2 . 3 - i^p^ ^/i^^^^y^ ji^ h 

T/l'=f:^#ffl^T, MtK^^J'/— (2 OmL) a y K 

(4.4m L) SrO*CT-;&q;t, ^V^■C||^S^J 2 "Ci^it bfcYb-a-^ (5 g) <Dil 

25 (2 OmL) ^M^it.. mi^m^^m^ ^ ^x>x 'im'^w^ 
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MsauT. '^xr<n>m'^m.-^m-^^mmc^m (2.36 g) ^^:#^„ 

TLC:Rf 0.29 (n-^^ihV : i^^=4 : 1)0 
Hjfe^J 4 : ( 2 - 7/l^::^n 7 31 ^/V) ^ ^/WT ^ :x 
5 T>'^=^i^;^;5^#gB^T^ o'Ct?M7K@^^ (i5.5mL) {c:^^ (6.1m L) 

Kn:77^^ (THF ; 1 OmL) l?^&f^bfCo ^1liiWL\^'2.--7 /i^-^xiT 

V (5.56g) (7)THF (2 OmL) ^^Sr^iaT?^P;t, ^m-Cll^re^^b 

s/j^is-a-i^^^^ufco #^>tb;fe>^jssrii7kTHF (2 5mL) \zmm 

10 Lfco T/^=^•^:^;^#ffl^T^ mto^W^TH^P (2 5mL) ^^StcCC-e 
jKy^' • 7" h7t Kn 7 7 (IM THF^^ ; 1 2 5mL) StABx.. 

(3 OmL) *5j;t)?4Nm^:7kmi^^=ari^^^^^^ (lOmL) ^;!JDx.. 6 

aig{-?S'^^M (-^=¥f->' : @^^3i^/V= 1 0 : 1) ^*Px.. i^y;&y/V'Jb 
^iaufco ^ta^Sr^«|-f-SrilcJ;«9. MSYb-^^^ (6.45 g) Sr#fc„ 
HjfeMS : (2S) -3- ((2-771^:^0 731=1/1^) (p<^7l-) T^y) - 
20 1. 2 -7'p/-^^-^i^;r— /l^ 

T/^^^i^j^^^^ffl^T. ^JfeM4T3iaagbfc^k-^i^ (1.24 g). (R) - 
(+) -^y'>K— (1.11 g, T/l'h'V -y^nm, 9 8%ce) *5j;tJ«a^^ 

/-/I- (imL) (Dm^!^^5 ox:x'i 2m^mw\^fco Rjt^m-^m^^m 

TLC:Rf OAO in-^^^> :W^m=^^/^=l : Do 
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mmme : ((2S) -4-^'^jU-3. Kp-2H-1. 4 ^> 

Hife^JS-e^itUfcfb-a-tJ^tlPjcv^^^/^^/l-^T^ K (DMF ; 1 Om 
L) Wrn^. im^. •)J^)^J^X-'fY^%^^ (1,68 g) ^Mtl. scc-c 

^JS-fb-a-*^ (1.55 g, 97.6%ee) ^^tio 
10 TLCrRf 0.35(11-^^1^:^:8^^^^/1^=2:1)0 

^^jcgiM^k-^i^^^fe^^s^. mmmi^^ri-^h^^y^'- (hplo ^ 

>fefflbfc:^7A : CHIRALCEL OD (i^-^^Mt^J^-MW)). 0.46 cm<t, 
X25cm^ 

15 ^ffl b:/S:dfEji : 1 mL/:^-. 

^fflbfc^a^ : ^^-^^ : 2->^ay?/— /V=9 3 : 7. 

X^tcl^mf^^ : 2 5 4 nm. 
^J^l^l^ : 30.70:$^. 

20 jl:6fe^J7 : ((2 S) -4-^^/V-3. 4 -i^fc Kt3 - 2 H- 1 . 4 -^^^ 

T/U=f>'#a^T> ^JfeM6-CiS5^U;^>fb'^i^ (3.06 g) =lr-7"b7tKt3 
77:/ (9mL) {Cl^^b^ MJ^c^/vr^i/ (5mL) ^Mx.tCo SiJ^M 
fZlp - h/^:t:^;^/W/i^:/^:^'fb^ (3.42 g) ©xh^tKn^^^^ (9m 
25 L) ^^N, N-v^^^/WT^y t'y i^i^ (2 0 9mg) trAP;t^ ^?a"e 
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m^m^^-t^mmi^^^m (5.12 g) ^mco 

T L C : R f 0.81 (n -^^-f-^ : @^^^^/W= 1 : 1 )o 

5 mmms : 2. 3--:^^^>>i>— 4- (((2s) -4-^^/1^-3. 

4-i^t: Kp- 2H- 1 , 4 — <>-y;^=3eij-i;?^- 2 -^/v-) ^ f^v-) ^ 

r/v=f>'#is^Ts llJS^aiS'ejgijtuyb'fb'a'i^ (2.05 g) (^MtKn, n- 

i?p<^/^5j?/^AT5 K (4 0mL) ^tJl. ^^-fei^^^A (7.82g) %*P;t. 

10 2fe V ^ -e^ifeM 7 T'tJot u fc^t^m (4.0 g ) ^;!jp x. fdo ^f^M^m ^ 7 5 °c 

hiJ^^^^'- (n— ^^^f-i^ : @^m^'^/^=4 : 1) iJlTi^j^b-C. &^T(D 

15 m^m^^-r^^mit^m (3.89 g) sr#^o 

T L C : R f 0.73 (n -^^'^^ : @^^:x^7V'=2 : 1)„ 
mmm9 : 2. 3-i^p{^/l^-4- (((2s) -A-^'^J^^-S, 4:-i^\i 
Kp - 2 H- 1 . 4 -^l^-^/^^'^Z^^^- 2 ^ h ^MMm 

mmm s -vm^ vrdt^m (3.35 g ) tci. 1 , 2-i:^^h^iy=^^:^ (4 

20 OmL). ^iJ'/— /l^ (4 0mL) *5 J;tJ« 1 NTK^'fb-:^ ^7 AtK^^ (3 
OmL) ^;!jP;tfCo ^/Sii-^^^^ 6 7'C-T?-gfe^@bybo ^^^m^m^MtMi 

mmi^i^hww^i^x. ^sTcDm^m^^-t^mmit^m (3.70 g) ^#fco 
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T L C : R f 0.24 (n -^^-f-^ : §^^3^^/^= 2 : 1 )„ 

mmm\io 2. 3-i;g^^/i^-4- (((2s) -4-^^/v-3. 

6 T/V=?V#ffl^T^ ^ifeM9t?jSSi3tbybjb'g'i^ (400mg) ^1, 2- 
, (6.0mL) lll^^bfCo RJt^m^mK. MtKN, N-i? 

;^^/l^:^/Vi».T^ K Hm) *3 J:TJ«^^•i^ U /VrJ' P y K (0.22m L) ^*P;t. 

10 4-77^;e-n-2-^Ma^S#^ (23.1g). ;^-=¥iMJ /V:^^ n y K (1 
6mL), N, N-S^pt^/l'Jtc/^AT^ K (O.lOmL) 43j;U«l, 2-i^;^ 
bdr->3ii5ri^ (2 5 0mL) (Om^^^. ^Wr^ If^mmWVito ^ftM^ 

hi) :^^^1^->V ^^i^Ty:^^:^<Dn-^^-^:y^m (2.0M, 7 5mL) 
15 i^XXJ^hV=^f'Jl-r^:y (3 5mL) h7 t Kci7 7>' (lOOmL) 
^m^s tKJ^Ts ^(Dm^ ^ V K<7)7" t Kn:7^:/ (2 5 OmL) 

^i^ry-^r h^'jSitJ? h y ^^/VT^ V (15.7m L) <7)^^ / — >'V^^K 

(2 5 OmL) (2.09 g) StApx.^ ^ia-e3 o^^-KSI^m. 

6 6'C-C3 0r9-^1^#b^Co ^PjtClg^^ (2.09g) ^Mk.. 6 6'C-e3 0 

25 tTK^Ap^. -&^-r h (Mffa^) x^mvtio ^m^^mi.. mmmt:^^^ 
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m^^/l^=8 : \CXmMl^'C^ m^yW^^j^T^/V/ (15.3 g) 

a^^jVa^:^y^/Uif6XUm (I8.8g) <DmmM^ (13 5mL) 

TLC : R f 0.69 (n-^'3^i^V : g^^3i^/v= 2 : 1), 

10 mmmi 2 : y^/v o- ((2. 3-i^^^7i^-4- (((2s) -4-p< 

'^^/U-a. 4-':?t: KP-2H-1. 4-^vy:^'3e^-9-i^:^- 2 — f/V) 

mmm 1 1 -c-Mat ufc-fb-a-^j ( 1 3 5 m g ) (^i^-fbT^ ^ ui^^;^ d.om 

L) IC, tfU-J^:/ (O.lOmL). ^fev^-ell^fe^?!ll O-e^atUfc^fb-a'^i (2 1 
15 Omg) <Dm\:.:^^yy'^m (1.5m L) SriDx.fCo S^S^S-a-'fe^^St? 3 
O^mmWX^f^o RJi^M^m^. IN:^^ O.OmD *5itJ?7Ktr*nx.fc^, 

u-^h^^Z^-i- (n-^d^ihv : @^m^^y^=3 : 1) {ilTJltiaUT. 
20 TO^^I^^it^^i-S^^S^b-a-i^ (2 5 Omg) ^mco 

T L C : R f 0.44 (n : 1^^^^/^= 2 : 1 )„ 

lijfeMl3 :(3- ((2. 3-i^;>t^/W-4- (((2S) -4-;;t^yv-3. 

4-i^t: Kp- 2H- 1 . 4-^:^y;r^ri^i^^^- 2-^>>l^) ^ h^-» ^ 
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CH3 



H 





mmmi (2 4 0mg). 1, h^i^=^^i^ 

(5.0m L) *3J:TJ«P< iJ^y— /V (5.0m L) (Dm^km^. 1 NtK^^L-:?- h y iJ^ 

j>^imm (3.omL) srjpx., ^mx* 1 ^K3t#bifc„ s^&M-a-i^t-p^^/^ 

T#^ttfci^^<Sr. n .^i^i^. g^^^^/W*3j;tK7" h^fc Kn:7 9^<^) 

ii-^^ift^^fes^^b-c. ^T(ommu^^-r^^mmitk^ (208m 

10 g) ^#fCo 

TLC : R f 0.53 (^uti:^/UM, : ^^y— /V : g^^= 9 : 1 : 0.1) i 
^H-NMR : (DMSO-de) 8 2.16, 2.29, 2.85, 3.22, 3.40, 3.57, 4.22, 4.60, 
6.59, 6.76, 6.94, 7.10, 7.19, 7.29, 7.57, 9.88, 12.35„ 

15 mmm 13 ( 1 ) --mmm is ( a 1 ) 

mil xm^i^fc<t^m(ofiit> «9 tei+B^i-sT ^ ^'S^fflv^•c. mmm 1 2-> 

20 j|jfe^Jl3 (l):(4-^PP-3- ((2. 3-e^^^yl^-4- (((2 
S) -4—^^/1^-3. Kp- 2H- 1 . 4 -^^^>^:^^•!^i^^^— 
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T L C : R f 0.40 (n : g^^ai^/l^ : @^^= 5 0:5 0: 

1) ; 

5 *H-NMR : (CDCI3) 6 2.23, 2.43, 2.92, 3.29, 3.42, 3.70, 4.16, 4.27, 4.67, 
6.69, 6.85, 7.02, 7.36, 7.94, 8.52, 

^life^Jl 3 (2) : (4-^^00-3- ((2. 6 - i^^^ 4 - (((2 

S) -4-:?t^yV-3. 4-c?t> |.*p_2H-l . 4 -^^^>^:^^ri^i?>-- 

10 ttJyt : ; 

T L C : R f 0.54 n n jJn/WA : ?i ^ y 9:1); 

^H-NMR : (CDCI3) 6 2.38, 2.91, 3.24, 3.39, 3.72, 4.12, 4.24, 4.63, 6.69, 

6.86, 7.05, 7.37, 7.74, 8.50o 

Hjfe^J 13 (3):(4-^PP-3- ((5-i^PP-2 - :7/l^;^P - 4 - 
15 (((2S) -4-^^7V-3. KP-2H-1. A-^l'^^/'^^'^ 

T L C : R f 0.54 {^nu /fs/l^A : y — : i^^= 9:1: 0.1) ; 
*H-NMR : (DMSO-de) 8 2.84, 3.22, 3.39, 3.61, 4.41, 4.63, 6.59, 6.77, 
7-16, 7.37, 7.48, 7.71, 7.84, 9.82, 12.42o 

20 m-mmi3 (4) : (4--^pp-3- ((2. 5-i^;^^7l—4- (((2 
S) -4-^^7W-3. 4-i^fc KP-2H-1. 4 -^^^^f:^^'^i^>'- 
T L C : R f 0.29 p \ J ^/U= 9:1); 

25 *H-NMR : (DMSO-de) 6 2.18, 2.42, 2.85, 3.22, 3.38, 3.58, 4.22, 4.59, 
6.58, 6.70, 6.78, 6.87, 7.12, 7.38, 7.41, 7.54, 9.61, 12.36o 
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mmmi3 (5) : (4-^np-3- (( 2 -7/U:^P - 5 -t^ 4 - 

: : 

5 TLC:Rf 0.49 n o : p« ^ y — /P- : g^^= 9 : 1 : 0.1) ; 

»H-NMR : (DMSO-de) 6 2.18, 2.85, 3.21, 3.41, 3.60, 4.30, 4.61, 6.60, 
6.76, 7.11, 7.47, 7.64, 7.81, 9.57o 

mmmiS (a) : (4-^pp-3- ((2, 5-i^7/V;^P-4- (((2 
S) -4-;><^/t^-3. 4-i^fc KP-2H- 1 . 4 
10 ^ h^jy) ^i^y^-^M T^/) y^^^^jv) mm 

T L C : R f 0.44 o P Jj^/I^A : p« :^ /V : B^^= 9:1: 0.1) ; 
^H-NMR : (DMSO-de) 6 2.84, 3.17, 8.38, 3.61, 4.38, 4.62, 6.60, 6.76, 
7.15, 7.39, 7.48, 7.65, 7.74, 9.75, 12.42o 
15 mmmiZ (7):(3- ((2. 3-v^y^/V-4- (((2S) -4-^^ 
4--:^^ KP-2H- 1. 4-^^^y:^=ari^^^^^- 2->f/V) 
^:>^y>f/V) T$y) -4-^^/V7 3i^/V) 
1451^ : i^fi ; 

T L C : R f 0.43 p p : p« y —JV : i^^= 9:1: 0.1) ; 

20 ^H-NMR : (DMSO-de) 5 2.16, 2.22, 2.32, 2.85, 3.22, 3.40, 3.52, 4.21, 
4.60, 6.59, 6.77, 6.99, 7.17, 7.30, 9.59, 12.28o 

mmmiS (8):(3- ((2. 3-i^y^7l^-4- (((2S) -4-y^ 
4->^b KP-2H- 1. 4:-^>'y^yi'^'^i^:y- 2 — (M 
^l^'^/^M TKy) -5-^f='/W:73i:=:/l') 
25 im: : J^S ; 

T L C : R f 0.55 p p ^/UJ^. : ^ ^ 7 — : i^^= 9:1: 0.1) ; 
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^H-NMR : CDMSO-de) 8 2.15, 2.26, 2.84, 3.22, 3.40, 3.47, 4.21, 4.59, 
6.59, 6.76, 6.93, 7.23, 7.44, 10.08, 12.29o 

mmmiS (9):(3- ((2. 3-iP^^JU-4- (((2S) -4-^^ 
4--^^l:: KP-2H-1. 4 -^^y^;^=ari^i^:^- 2 — fjU) 

tt^yt : ; 

T L C : R f 0.42 (jJ' n n 7i%/WA : ?i ^ y —JV : g^^= 9:1: 0.1) ; 
^H-NMR : (DMSO-de) 6 2.16, 2.26, 2.84, 3.22, 3.40, 3.52, 4.22, 4.59, 
6.59, 6.76, 6.95, 7.25, 7.56, 7.68, 10.15, 12.30o 
10 mmmi3 (10):(3- ((2. 6-i^^'f-JV-4- (((2S) -4-^ 

KP-2H-1. 4-^^^y^:j-^i^S?V-2-^/l^) 

TLC : R f 0.53 (^^dPTiN/VA : /^?V : @^^= 9:1: 0.1) ; 
15 ^H-NMR : (DMSO-de) 6 2.24, 2.83, 3.16, 3.35, 3.53, 4.18, 4.56, 6.59, 
6.76, 6.96, 7.25, 7.55, 7.67, 10.25, 12.31o 

^lfeMl3 (11): (3- ((2. 6-i^^^/l^-4- (((2S) -4-^ 
^/l^-3. KP-2H- 1. 4-^:^y;e''¥i^i?:^- 2-^/V) 

20 : ; 

TLC : R f 0.33 (^nnjfx^V'-^ : J^/V : @^^= 9 : 1 : 0.1) ; 
^H-NMR : ODMSO-de) 6 2.24, 2.83, 3.16, 3.36, 3.47, 4.17, 4.55, 6.59, 
6.75, 7.43, 10.17, 12.28o 

1111^13 (12): (5- ((2. 6-e^^-^/l^-4- (((2S) -4-7^ 

25 =f-?V-2,, 4 -v^l: Kp- 2 H- 1 . 4 -^^y^/ 2. - ^ JV) p< 
^>^>^-^/V-) T^y) -2-7/i^:^P7rc^yt^) 

109 



wo 2005/028455 



PCT/JP2004/013983 



T L C : R f 0.55 tna : ^ y —/V : B^^= 9:1: 0.1) ; . 

^H-NMR : (DMSO-de) 6 2.23, 2.83, 3.16, 3.36, 3.58, 4.18, 4.55, 6.59, 
6.75, 7.13, 7.56, 7.72, 10.29, 
5 mmmi3 (13);(5- ((2. 5--:^p<^/V-4- (((2S) -4-^ 
^/l^-3. 4--:;^b Kp- 2H- 1 . 4-^^^)/;^=^ri^v^>- 2 — f Jl^) ^ 

T L C : R f 0.36 (n—^^-^^ : ^M^f-^l^ : @^^= 5 0:5 0: 
10 1) ; 

^H-NMR : CDMSO-ds) 6 2.17, 2.19, 2.35, 2.84, 3.21, 3.39, 3.52, 4.23, 
4.59, 6.59, 6.72, 6.79, 6.90, 7.09, 7.28, 7.47, 7.56, 9.99„ 

mmmi a (14):(5- ((2. 5-i;^^^7V— 4- (((2 S) -4-y 
^/l— 3. 4-i>fc KP-2H-1. 4 -^^^>^:^^-9-i;^^^- 2 — y^ 

15 h^-» ^-yy^/V) T%j) - 2-:7/v;rp7zczn/w) mm 

ttt^ : ; 

T L C : R f 0.37 (n — ^^r1^>' : g^^^^/l^ : i^^= 5 0:5 0: 
1) ; 

^H-NMR : (DMSO-de) 5 2.18, 2.36, 2.84, 3.21, 3.39, 3.57, 4.23, 4.59, 
20 6.59, 6.72, 6.79, 6.91, 7.12, 7.30, 7.58, 7.71, 10.12o 

^ifeMlS (15): (3- ((2. 5-i;^pt^yp-4- (((2S) -4-^ 

4-v^t: Kp- 2H- 1 . 4 — <l^y ^^^1:^1^-2 — < M 

: ^£ ; 

25 T L C : R f 0.60 (^ n n : p« ^ / — /W= 9:1); 

^H-NMR : (DMSO-de) 6 2.18, 2.36, 2.84, 3.21, 3.39, 3.51, 4.23, 4.59, 
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6.59, 6.72, 6.79. 6.94, 7.24, 7.29, 7.57, 7.66, IO.O80 

mmmi3 (16):(5- ((2. 3-i:^:^^/>-4- (((2S) -4-.^ 
4-i^b KP-2H- 1. 4-^l^y^:i-^-^i^>- 2 — T/V) ^ 
^^y^/l^) T^y) -2-:7/t^:^P73^^/V) 
5 m^:^^; 

T L C : R f 0.41 d n : p< y —/V : @^^= 9:1: 0.1) ; 

^H-NMR : (DMSO-da) 6 2.16, 2.26, 2.84, 3.22, 3.40, 3.59, 4.21, 4.59, 
6.59, 6.76, 6.94, 7.13, 7.25, 7.57, 7.73, 10.20, 12.46o 

mmmi a (17):(5- ((2. 3-$^7^^7V-4- (((2 S) 
10 ^/V-3. Kp- 2H- 1. 4-^>y>i-^'^i^:y-2-^M 

ttife : ; 

T L C : R f 0.50 n o ;fc/^A : ^ y —/V : B^^= 9:1: 0.1) ; 
^H-NMR : CDMSO-ds) 8 2.15, 2.18, 2.26, 2.84, 3.21, 3.40, 3.52, 4.21, 
15 4.59, 6.59, 6.77, 6.93, 7.09, 7.23, 7.47, 7.57, lO.OSo 

mmmi3 (is): (5- ((2. 6-i;^^5^/V-4- (((2s) -4-7< 
4--:^fc KP-2H-1. 4-^:^>^;r^1^:;»>^- ^ 

^^^y'^/v) T$y) -2-p<^/i^73i:=:/v) e^M 

tt^ : ^^m ; 

20 T L C : R f 0.50 n dtJn/VA : p< ^ /—Jl^ : i^^= 9:1: 0.1) ; 

^H-NMR : (DMSO-da) 8 2.18, 2.23, 2.83, 3.16, 3.36, 3.52, 4.17, 4.55, 
6.59, 6.76, 7.09, 7.46, 7.56, 10.14o 

mmmi a (i9):(3- ((2. a -t;?^ ^71^-4- (((2 s) -4-^ 

^/V-a. 4-i^li KP-2H-1. 4 — <>'y^:^^^i;^:^-2-^/U) ^ 

25 ^^-y'^f/v) T^y) -4-p<^/i^7 3i=yi^) 
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TLC : R f 0.46 (:J^ n t3/J>>/VA : pt^Z—ZW : g^^= 9:1: 0.1) ; 
^H-NMR : CDMSO-dfi) 6 2.24, 2.32, 2.84, 3.16, 3.36, 3.52, 4.18, 4.56, 
6.59, 6.76, 7.02, 7.17, 7.28, 9.71o 

mmmi3 (20):(3-((2. 6-':^p<^/V-4- (((2S) -4-^ 
5 '^/U-S, 4— i^t: Kp— 2H-1. 4—^ly:/:^^-^i^l^- 2-^ /u) 

T L C : R f 0.43 (tJ' n n •^A^J>. : p« ^ / —JV : i^^= 9:1: 0.1) ; 
*H — NMR : (DMSO-de) 6 2.28, 2.83, 3.16, 3.36, 3.56, 4.18, 4.56, 6.59, 
10 6.76, 7.14, 7,54, 10.02„ 

^mmx 3 (2 1): (3- ((2. 5--:>^^/P-4- (((2S) -4-^ 

^/l^-3. 4 ->?b Kn- 2H- 1 . 4— <>--y;^^i^-:^:/-2-^/l-) 7^ 

: ij^^B ; 

15 TLC:Rf 0.47 o n JfN/VA : ^ / '-/W= 9 : 1 ) ; 

^H-NMR : (DMSO-de) 5 2.17, 2.38, 2.84, 3.21, 3.39, 3.56, 4.23, 4.59, 
6.59, 6.72, 6.79, 6.91, 7.09, 7.18, 7.35, 7.54, 9.81o 

mmmi3 (22): (3- ((2. 5-S;g;;t^/l^-4- (((2s) -4-;^ 
^/l^-3. 4-i;^b Kp- 2H- 1 . 4-^vy':^=ari^v'>--2-^/l>-) ^ 
20 h^-» ^yy^/l^) T^y) -4-^^/W73i=/l^) i^M 
tt^l^ : ; 

T L C : R f 0.62 (^ n n : j?« ^ / — /V= 9:1); 

^H-NMR : (DMSO-de) 8 2.18, 2.21, 2.40, 2.84, 3.21, 3.39, 3.51, 4.23, 

4.59, 6.60, 6.72, 6.79, 6.91, 7.01, 7.16, 7.25, 7.35, 9.55o 

25 mmmis (2 3): (3- ((2. 5-i^y<'^7i^-4- (((2s) -4-:^ 

^/I^-3. 4 -i^b Kp— 2H- 1 . 4-^>'y:^^1^-✓^:^-2-^/t^) :^ 
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T L C : R f 0.47 u ti :^/UJ^ : — /V= 9:1); 

^H-NMR : (DMSO-de) 6 2.17, 2.26, 2.35, 2.84, 3.21, 3.39, 3.46, 4.23, 
5 4.59, 6.61, 6.76, 6.91, 7.28, 7.43, 10.00„ 

mmmi3 (24) : (4-i^PP-3- ((4- ((2R) -2. 3-v?bK 
P-1. 4 — 2 ->r7l^^ -2. 6 

: ; 

10 TLCrRf i^'au^A^J^ \ y^ y^)V^Q . \) ; 

^H-NMR : (CDCla) 6 2.39, 3.73, 4.21, 4.40, 4.57, 6.66, 6.88, 7.06, 7.37, 
7.73, 8.51o 

Hife^JlS (2 5) : (2-^PP-5- ((2. Z-^Jy^JiV-A- (((2 
S) -4-p<^yV-3. KP-2H- 1. 4 -^^^y^^^^l^i^V- 

15 y^ ^i^-j^AA r^y) y=i^=^M mm 

T L C : R f 0.46 n o jJn/I^A : ^ ^ / — : i^^= 9:1: 0.1) ; 
^H-NMR : (DMSO-de) 8 2.16, 2.26, 2.84, 3.22, 3.40, 3.67, 4.22, 4.59, 
6.59, 6.76, 6.95, 7.26, 7.37, 7.61, 7.80, 10.29, 12.46o 
20 mMmi3 (2 6) : (2-^PP-5- ((2. 6-i:^y^jU-4- (((2 
S) -4-;;?^/l^-3. 4-e;^fc KP-2H- 1. 4-^:^:/:;t^-^t^l^- 

y h^jy) ^i^^/^jx^ T^y) 7 31^/v) mm 

TLC : R f 0.39 (n-^=¥1^>' : mm^f-^l^ : mm= 6 6:3 3: 
25 1) ; 

'H-NMR : (DMSO-cU) 6 2.23, 2.83, 3.16, 3.36, 3.67, 4.18, 4.55, 6.59, 
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6.75, 7.38, 7.60, 7.79, 10.39„ 

mmmi S (2 7):(2-^pp-5- ((2. 5--:^p^^/V-4- (((2 
S) -4-^^/1^-3. KP-2H- 1. 4 vy;^^»v?:^- 

5 14:!^ : ; 

T L C : R f 0.42 : g^^^^^/P- : @^^= 6 6:3 3: 

1) ; 

^H-NMR : (DMSO-de) 6 2.18, 2.36, 2.84, 3.21, 3.39, 3.66, 4.24, 4.59, 
6.59, 6.72, 6.79, 6.92, 7.31, 7.37, 7.61, 7.79, 10.21o 
10 mmmiS (2 S) : (4-^pp-3- ((4- ((3R) -2. 3-i^bK 
P- 1 -^:^>^7 7 V- 3 ->r7l^pt —2. 6 --✓^j?t^7U^>^>^>< 

'am : ; 

T L C : R f 0.39 P p :^/UJ>. : :^ ^ J —jV^ 9:1); 
15 ^H-NMR : (CDCljj) 6 2.38, 3.72, 3.92, 4.02, 4.16, 4.51, 4.71, 6.63, 6.84, 
6.89, 7.05, 7.18, 7.30, 7.37, 7.73, 8.51o 

j|jfe^Jl3 (2 9) : (4-^PP-3- ((2. 6-i^;^^/V-4- (((3 
R) -5— y<^/W-2. 3 -e^fc Kp- 1 --0>^7^>-— 3 — <AA 

20 ttJtfe : ; 

TLC:Rf 0,S9 iii^nvin^/UM, : ;;^'$r y^jU=9 : 1) ; 

^H-NMR : (CDCla) 5 2.30, 2.38, 3.73, 3.88, 3.99, 4.16, 4.50, 4.69, 6.63, 

6.73, 6.98, 7.05, 7.09, 7.37, 7.73, 8.52, 

^Ife^Jia (3 0) : (4-i^PP-3- ((4- ((2S) -2. 
25 x2-i-^i^-:/y^i^-2->f/\y:!^h^-» -2. 6 -Z^y'^ji^^>':/^ 
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: ; 

TLC:Rf OAO i^r2X2^^uJ>, : y^^u=9 : 1) ; 

^H-NMR : (CDCI3) 6 2.38, 3.13, 3.40, 3.73, 4.10, 4.22, 5.15, 6.65, 6.85, 

7.05, 7.17, 7.37, 7.73, 8.51o 

5 ^jfe^Jia (3 1); (3- ((4- (1. 3-^:^ys^;e-^y— /l^- 2-^ 

T L C : R f 0.39 (^{^ n n •^;VJ>. . :^ ^ J — 9:1); 
10 ^H-NMR : (CDCI3) 6 2.38, 3.72, 4.27, 6.44, 6.66, 6.85, 7.05, 7.37, 7.73, 
8.5O0 

HM^J 1 4 : 2- (4-^PP-3-^hP7ji =-JfV) -fxi/^J 

15 h (3 0 0mg) ©X h^fc Kn^^:^^^ (14mL) {d. -rS'C-t?, 
3l>{bp«^/l- (0.26mL) *3j;TJ«y 9^!^^^ N, N- v^-i' y If/VT 5 K 

(1.5M, 2.32mL) ^?®TUfc„ HiS^-^^^^ia^ 

h^yy-f— (n — '^-t^ : mm=^'^/i-= 5 i) Kxmmvx. SlT<r> 
mm.m^m-r^mmit^m (2 4 5mg) ^#fc„ 

TLC : R f 0.37 (n-^^f-^^ : @^^ai^/W= 4 : l)o 
mt^mi 5 ; ;>t'^/V 2- (4 p p - 3 h p :7 3zzr/V) -2-;<^ 
25 yv:/px-?y3i— h 

T/U=f:/#H^T> HJi^Jl 4-eMatbfC'fL-a'i^ (239mg) <^)v^h7 
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tKo:77:^^ (5mL) iZ.^ -7 8X:X\ Bf7jt;^^jl^ (O.OlmL) *3 
XXJ^V^^J^ N. N-i^^yT'ntfyl^T^ Kt^^n^;^r1^:/^?K (1.5M. 

o.83mL) ^mrvf^o ^jtM^^^^ui^X'^m.\^fj:7!)^ib 2mmmwi^tio 

:n^/k=8 : 1) tdT^S^bT. ^.T (OmmM.^^ir ^WMih-^i^ (118 
mg) ^#;/h„ 

TLC : R f 0.42 (n-^^arihi^ : @^^ai^/^=4 : Do 
10 UMl 6 : :^^;V 2- ( 3 -T $ y - 4 p n -2-p<^ 

HifeMl S-ej^jtUlfe^b-a-^J (1 1 6mg) ^mm. (2.5m L) bii^ (0.5 

mL) (om^mWi^mnx^f^o Rj^^wk^m^s ov,\z.mwu. wm (i s a 

It^^-rsaM^b-^^ (10 2mg) ^#feo 
T L C : R f 0.26 (n — ^^-^-^ : @^^ac^/p= 4 : 1 )„ 
mm^n ? 2-^pp-4- (((2 S) -4-y^/V-3. 4-i^fc Kp 
20 -2H-1. 4 — <:>^:/;^iar^^^-✓^>-- 2-^/1^) ^ ^vy'^/Pr^P 

y K 

T/^=rv^H^T^ 2-:J'PP-4- (((2S) -4-pt^/W-3, 4- 
KP-2H-1, 4-^^^y;^dri^i?:/-2— f/U) p« 
^ ( 4 8 8 m g : mMM 3 "CSSit Ui/t^k-^i^Oft;*? 9 td^ 4 - 1 Kp 

25 '^-V- 2 - P P ^:^:/ac— h VNT. 8 -^-MMm 9 ->lllt^J 1 0 
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L) (e:. /VjJ' n y K (0.3mL) *5J;tJ?N. N-i^pt^/U^^^/WAT 

mmmi8 2- (4-j^nP-3- ((2-:^Pn-4- (((2 

5 S) -4-^^/V-3. KP-2H- 1. 4 -^>y:^i3^i^t?V- 

HJg^lll 6"Ci5ljtU:fe'fb'^i^ (lOOmg) <Dmit?^^U:^mm (1.8m 

L) {c. mmmi ? xm^i^tc^t^n^cDrnt;^ (i.smD 

10 TUfCo S^S^S-^i^lSlt'y i^V- (0.057m L) ^^Dx.. ^ia-Cll^F^^^b 

y^yy^— (n .^-y-i^ : g^^:x^/W=4 : 1) {dT^MUT. iJAT© 

15 i^li^a^^i-S^^S^b'^^^ (16 4mg) ^#;feo 

TLC:Rf 0.41 (n-^=¥-y-^^ : @^^:3^^/V= 2 : Do 

Slife^Jl9 : 2- (4-i^PP-3- ((2-:^PP-4- (((2S) -4 

-;?<^/l^-3. 4-e^t Kp- 2H- 1. A-^l^^/Hr^^'^J^^- 2. — < 



HJS^SJl S-ej^jjtbfcfb-a-i^ (1 6 2mg). 7" h7t Kp77>' (1.5m 
L) ^^n:^^ (i.5mL) (r>mi^m\z.^ 1 N7Km^t;":^hy !>A7K^ 
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m (o.6mL) ^jpx.. 5o'x:x-4mmmwvtL, :^bkc2N7kmt-r hv 
^j»7i(,^m (o.6mL) ^*B;t> 5 ox:-^3mmmw\^ft, ]^j$:^m^m\^.2 

T^mm (0.6m L) ^M^XfpmVs Tk^MK.. @^^^^/^-X?tttfcJ Ufco w 
'fb-a-'^ (1 2 4mg) ^#fCo 

TLC : R f 0.26 (n-^=3M?-:/ : i^^^^>^l'= 1:1); 
*H-NMR : (CDCla) 6 1.64, 2.91, 3.25, 3.38, 4.18, 4.27, 4.66, 6.71, 6.87, 
6.96, 7.04, 7.11, 7.36, 7.88, 8.71o 

T/^=fV#ffl^T. 4-:J'nP-3-= hP^:/;<r/Wxt K (3.71 g). 
aiJ^-fbli^ (128mg) itSXXJ^^itP^'f-l^:^ (50mL) (OWi^m^. tK 
?^Tb y ^^/^-:^y/^i^T= K (2.9m L) ^iP;t. l^ta^T* 1 ^P^m# b 

uT(Dmmw.^m-r^mm^t^m (5.95 g) ^ntco 

TLC : R f 0.55 (n-^^1^V : i^^^^/U=4 : l)o 

iiit^j2o-essi3tb/c<b-^<ife (5.95g) comm (somL) ^Wi^. mm. 
m (3 0mL) ^M?i. 9 ox:x-mmwi.fco ^mm^m^if^mvtc^. 

M7kmm-^^^->^j^X'^mv^o ^m^m^x^Xs uTo^m^^mtrm-r^ 
mmit-a-m (4.48 g) ^mco 
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TLC:Rf 0.14 (n-^iarf-^^ : i^^^^/^= 1 : Do 

mMm2 ix-mT^x^tiit^m (4.48 g) <d=^^ y—/\^mm (somD 

5 p-hA-^:y:^^>^>'Wt (3 6 7 ms) ^M^, 7 0X^-^4 f^mW^VfCo 

bX. £^T<^'feteffi*^-f-S^S^t:'^'^ (4.83 g) ^#fc„ 
T L C : R f 0.37 (n -^dE^i^ V : @^^ai^/U= 2 : 1 )» 

mmm2 2xm^i^tc4\^^m (1.59 g) os^^^ (lomD 12:. 
no h y i»7fc^^ (6.78 g ) ^^p;t. i^ia^x 1 ^r^^ 
wx^tco ^Jt^m^mmm (lOmD :ts^xj^rio%i[kMmmm')-hv^ 

ATk^JK (6.78 g) «riP;t. $e>(;i@^^ (lOmL) :iS ^XJ^T 1 0 Vol^MM 

mm-Thv ^^T^mm. (6.78g) ^;&p;t. 2m^mwvfco Rit^-^mi^Tia 

;<77A^n'^ h^7:7^— (n-^:¥1^V : @^^rc^/U=4 : 1) iZX^U 
UT. ^^iT<^i^^4#[S^^-r-5^j®'^t;'a'^^ (414mg) ^#fCo 
TLC : R f 0.59 (n-^df^f-^^ : W^^:j^'^/U= 2 : l)o 

T/W=fi^#H^T. II1ISM2 SXjlgjtU^fejb-a'^J (4 1 4mg) (Dmt^^ 
^i^l^m (5mL) {C, 7^c^^Ti^^^y^T^y>^/^>^T hV:^/i^:tV K 
(DAST) (3 11mg) ^iflx. mUX2mmmWV. ^V^-e4 S'C-e 
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mi^Xs &>T(D^mM.^^'r^mm^t^m (2 7 8mg) ^#fco 

5 TLC:Rf 0.57 (n : i^^3i^/W= 4 : 1), 

^JS^i2 4-eM5tbfc^li'a'#J (2 5 3mg) ^mWt (3mL) ^tK (0.3 

mL) (Dm^mmKmmvfco Rjtsm^mKmn (253mg) ^srscc-e 
f^^az^/Kc^^s-g-^^ (1:1) xmmvtio mmm^^^^xj^mm^km^ 
m^m-r^mm^t^m (i94mg) trmco 

T L C : R f 0.48 in-^^-^y : i^^3i^/V= 4 : 1 )„ 
15 mMm26 ; J^^/V (4-:^PP-3- ((2-^Pn-4- (((2S) - 

4-y^=^/i—3, 4-f:;^t: KP-2H- 1 . 4 2 

T/vrfv^smr. mmm2 sxm^vtiih^m (isomg). tfyt? 

(0.5m L) :jS^X:^m^t;^^l^> (ImL) (^m-a-^^tc, 7k^^T. ^Jfe^J 
20 1 y-C'^itUfc^k-a-i^ (3 0 3mg) <Dm.it (4mL) ^tST 

(n-^df•i^:^ : g^^3i^/^=4 : 1^3 : 1) {JlT^ilgUT. OT<?5i|&tt 
25 m^m-t^WMit'^m (20 7mg) ^#fCo 

T L C : R f 0.55 (n -^'^ri^^^ : i^^ai^/i.= 2 : 1 )„ 
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mmm27 : (4-i^PP- 3- ((2-t^Pi3-4- (((2S) -4-^-^ 
/l^-3. 4-i^fc KP-2H- 1. 4-^V-/:^#»':^V-2--^/V) ^. K 



5 mmm2 6'Vmm:Vtc'ft^!^ (2 0 7mg), ^iJ'/— /V (4mL) *5J; 
tJJx b^t Kn7 7i^ (2mL) O^l-^i^^c:. 1 NTkm^ft:':^ h y iJ^ A^fc^^ 
(imL) Sr;tiPx.. ^iat?2^P^iti^Ufco i N4S^^;!jdxT 

10 (n — >-=¥1^V : @^^ai^/^= 2 : l->J^'fb7^ 

f^l^:/ : ^^$^7-/^= 9 : 1) KXmmVtCo ^^tltcm^^^^/l^ tert 

-^^/vrc— T^^PT'i^tfhb-c. &.T(Dmmm^^-f-^>^mmit^<^ (135 

mg) 5|r#yS::o 

15 TLC:Rf 0.50 (4g<bp< ^^l^^- : ^ / — /l^ : 7K= 8 0 : 2 0 : 1 ) ; 
'H-NMR : (DMSO-de) 6 2.84. 3.17, 3.37, 4.28, 4.57, 6.59, 6.76, 7.09, 
7.21, 7.40, 7 .58, 7.80, 10.12o 

8 : (T-&^/l^;^^-» (4-:^PP- 3— ^ hP^ji^ 

20 T/l-rf V#ffl^T> HJfeM 2 2 T-j^it Vfc^t^m (1.46 g ) <^ k° y i^^-^ 
(6mL) id, tlTKg^^ (2mL) ^;|jP;t. ^i^T' 1 ^F^^# bfCo SfS 
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(1.94 g) Sr#fc„ 
TLC : R f 0.56 (n-^'¥i^:/ : 2 : Do 

mmm2 9 : (T±'f'/l-:t^-y) ( 3 — T ^ y - 4 p uz7zr,c=. 

5 mmmzs-vm^vti^h^m (i.94mg) ^mm (lomD ^tk dm 

L) (Dm^mmKmmi^tio Rmm^mKmm (i.svmg) trso'cr-iD^. 

10 -r^mm^t-B-m (1.53 g) sr#fc„ 

TLC : R f 0.47 (n-^=^ri^^^ : S^^^^/V=4 : Do 

^MM3 0 : J^^/l^ (T-ir^yl^;j-^-» (4-^pp-3- ((2-^pn- 
4- (((2S) -4-^^/1^-3. 4-v^b KP-2H- 1. 4 -^:>^>^:^ 

15 _h 

T/l-=i^>'#fflMT. llifi^J2 9^jtbfc>fb-^i^ (19 6mg). fyv?^' 

(0.5mL) *3a;t;«it^b^^i^:/ (imD (Dm^m^. tK/^Tx HJS^Ji 

7-r?ig5tU;/t'fb'a'i|^ (303mg) Oit^bT^^l^:^^ (4mL) ^MTU 

20 ^aMtr;?K*5J;t;«^fPt^m7KT*t5fc?^b. ilTKaM^^^i^'li^A-egljltUfCo 
^^K^W*U nhtircmm^->V:fy^^>:^9J>>^xji'^h^9y^- (n- 
:@|^^^/W=4 : 1^2 : 1) tCT*ti^UT. SKT(Dm^^^^ 

•t?>mmit^m (2 0 7mg) ^#fco 

T L C : R f 0.39 in-^^-f-l^ : @^^J^^/^= 2 : Do 
25 Iljfe^!l3 1 : (4-^PP-3- ((2-i^PP-4- (((2S) - 

4-j?<^/l^-3. 4--:^ti KP-2H- 1. 4-^:y:/:^^-^i^>'-2-^ 
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mmm3 Ot^mmi^tcit^m (2 0 7mg) :3i^y—^l-tTh^\i}^ 
ti^7>'<Dm^mm (6mL, 2:1) (C^jlifU ^m:^ V t7 (13 8m 

g) ^Mk.. 5 o'c-e2^p^^#bfc„ Rfit^m-^m^^nvtc^. tK^^jp^. 

(1 6 9ing) ^#fc„ 
TLC : R f 0.38 (n-^'^rf-^' : g^^3i'5^/W= 1 : l)„ 
mmm32 :rc^/V (4-^pp-3- ((2-j^PP-4- (((2S) - 
10 4-p<^/l^-3. 4-i;^b Kp- 2H- 1 . 4-^:^^:^^'9-:^:^-2-^ 

T/W=fi^#H^Ts IIM^J3 lt?®l3tUfc^k:'^#J (1 5 9mg). i^>{y 
•:fxi\f)V:x.'^jVT%iy (0.30m L), ''J y'J-)\^:^Ay^^^y Y (2mL) *5j: 

xmm.=^^f^ (4mL) oii-a-i^ic, m^-r^m.wMn-'dyi^^y^^ (i 
15 3 9mg) ^Ap;t. i^ms-ei^iig^#u^„ 'SLl^M^m\z.i^fi^1B7L. mm 

i^!>At?^UfCo ^^S^Ii*U #e>tI.fca^S^vy;^7<^^/^;^7^i^^^'P-^ 
(n-^:¥f*i^ : g^^::t^/V'=3 : 1-^2 : 1) tCTttSSbT. 
^X^(n>m'^m.^^-^^WM\\L'hm (10 4mg) Sr#fCo 
20 TLC : R f 0.69 (n-^^■i^>' : i^^^^>'l'= 1 : Do 

HJfe^JS 3:(4-;»PP-3- ((2-^PP-4- (((2S) -4-p^^ 
/V-3. 4-v^b Kp- 2H- 1. 4-^>^y^=3ri^v^>--2->f/V) 7t h 

^^>^>f/v) T$y) (:^=ary) i^^ 
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HO 




mMmS2-VmMVtii\:.^S^ (10 4mg), cn^y— (2mL) 
TJJ-T^ h^fc Ki3:7 7>' (2mL) (orn^m^^. 1 Nyiam^t-i- h V ^ J^:^m^ 

(o.5mL) ^ipx.. ^m.x-2mmmwi^tio ^}t^m^m^iNm.m^MK. 

: 9 : 1) \z.X^W^X^ WT<^i^tfcm<S:^-rS2^ 

(3 7mg) %#:/i:„ 
10 tt^yt : r r ^ ; 

T L C : R f 0.45 {M.\^:^^\^^y : P« ^ y — /V : 7K= 8 0:20:1); 
*H-NMR : CDMSO-de) 6 2.84, 3.17, 3.37, 4.30, 4.58, 6.60, 6.76, 7.09, 
7.21, 7.67, 8 .10, 10.19o 

jllfe^JS 4 : 2- (4-^PP-3- ((2. 6-i^^^/W-4- (((2 
15 S) -4-;?<^/V-3. 4-i^t: KP-2H- 1. 4 -^VV^^f-^^:^- 2 



HMMl eT^aSatL^feL^k-a-i^ (1 2 Img) 2, a-i^^^/W— 4- 
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(((2S) -4-p«^/l— 3, F13-2H-1, 4 — 

t?>'-2— r/V) ^ h^i^) ^l^y^^/l^^x^V V (211mg) (p«^yv 
4-t Kr3:3fv'-2, 6->?7«^/V^i^>^^— ^S^fflV^T. HJg^jS-^IIJt 

5 18^ mm<o^i^^nfs:\^\ mmm 1 9 i:iWM(o^i¥^mx. &.r(Dm^m 

^m-r^^mit^m (13 2mg) ^#fc„ 

T L C : R f 0.17 (^=ari^:/ : @^@|3i'^/V= 2 : 1 ) ; 
^H-NMR : CDMSO-de) 6 1.47, 2.32, 2.84, 3.16, 3.36, 4.18, 4.55, 6.59, 
10 6.75, 7.24, 7.48, 7.55, 9.94„ 

mmm 3 4 (D 2- (^--Smn-S- ((2. 5-i^:>t^yl^-4- 
(((2S) -4-7^^/1^-3. 4-':;^t:: KP-2H- 1. 4-^V>^^i^i^ 
V-2 — ;^ h^jy) T^y) -2-7^^/1^7" 

15 mmm 1 6 -vm^v^it^m ii 3 9ms) 2, 5-^^7*^/1^-4- 

(((2S) -4— 7«^/^-3, 4-5^fc Ka-2H- 1, 4— 
i^>'-2— T/W 7t h^i/) ^i^y^f /VrJ^ n y K (2 1 1 mg) (t*^^/^ 
4 - 1 Kn ^i/- 2 , 5 -i^7< ^/v^^^j/zt— h ^fflV^T. ^J£M 8 -*mM 

20 18 tmm<Dmi^^nti:\f\ mmm 1 9 Kmm(Di^i^^mx. &.T<Dm^m 
trm-r^mmit^m (2 1 img) ^mco 

T L C : R f 0.18 V : i^^az^/ix= 2:1); 

^H-NMR : CDMSO-da) 6 1.47, 2.18, 2.42, 2.84, 3.21, 3.39, 4.24, 4.60, 
25 6.59, 6.72, 6.79, 6.91, 7.22, 7.41, 7.47, 7.57, 9.69, 

lljiS^J3 5 : 2- (3- ((2. 5 -$^7*^/1^-4- (((2S) -4-7*^ 
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(i3 2mg) mmmiQkm^(o^m^mmi\^it.ih^m) 2, 

5 5-i?7«^/V'-4- (((2S) -4-;»«^/V-3, 4 -i^fc Kn - 2 H- 1 , 
4-'^>':/:^=3ri^■S^>'- 2 — f/l^) p< Y^^^) ^^-y^/^^ny K (2 10 
mg) 4-tKndf->'-2, 5 ^/W^^'V^aiw- ^^V^T^ 

njfe^ 8 -*mmm 9 ^njfe^— 1 0 i: i^^{;ia^f^^ uTSsiit bfc^k-a-^fe^) 

10 iJtT<Di^14ifi^^-r5^M^b^i^ (2 0 2mg) ^^fc„ 

T L C : R f 0.43 n n 7fc/VA . :^ ^ J : g^^;n^/v= 9 ; 1 : 
0.1) ; 

^H-NMR : CDMSO-de) 6 1.45, 2.18, 2.20, 2.40, 2.84, 3.21, 3.39, 4.23, 
15 4.59, 6.60, 6.75, 6.91, 7.10, 7.19, 7.32, 7.37, 9.56, 12.29o 

HifeMSa 2- (4 — :?^PP-3-^ hP73i^/W) j^^PlT'P 

^^/V (4-;J'on-3-ri hn^ain/V) T-fe7^— h (2.0 g) :tSXXJ^ 
i^Zfvt^:!^^:^ (3.8mL) ON — ;>« '^/V— 2 — If n U K>' (5 8mL) W 

20 ^^^:^?a-e7K^'^b•:^ h y (7 6 6mg) ^M^tc„ mm.x*i\^m. 4 
o'c-eiN^r^. 6 ccTiNrP^^^byho ^ ^i^Tkm^t-r h V t7 J>> (7 6 6 

mg) SrAB;tT2 05>^^#bfc„ SlS:^^^7lC?&T"Cl N:i[ilHlAP^. 
=af1^V-i^^m^/^ (1:1) T'IAfflb^^:t:^T-J5fe^^Ufcm> tl7K«fe^ 

25 ^-f— (n-^'^1^:/ : @^Sl3i^>'l'=6 : 1) Id J; «9 UT. OTt^^^tt 

m^m-r^mmit^m (7 6 2mg) ^#fc„ 
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TLC : R f 0.62 (n-^^1^V : i^^3i^/V= 2 : l)o 

jllfe^J 3 7 : ^/l^ 2- (4-:^PP-3-T^y ^ai^s^/V-) -y^uzfn 

mmm s e -^Mat ^nfc^b-^i^ ( S 9 9 m g ) ^ffiv^-c. HJfi^J 1 6 in 
5 ^<Z):^jfe(c:J;«?s OTiZ^^tt^E^^i-S^^S^fc-g-i^ (7 6 9mg) Sr#fc„ 
TLC:Rf 0.58 (n-^^iJ-^- : g^M^'5^>'^= 2 : 1)0 
j|jfeM38 : 1- (4-i^PP-3- ((2. 6 -i^^ 5^/1^- 4 - (((2 
S) -4-;>t^/V-3. 4-i;^fc KP-2H- 1 . 4 2 




mmms V-^nmX^ti^t^^ dSSmg) 2. 6-i:^;^^^U-4- 
(((2S) -4-p<^/V-3, 4--:?b Kn- 2H- 1, 4 -'<:/y:^-=¥'!^ 
v?>'-2 — T/V-) ^ h^iX) -<:x>^xr/^i^ P y K (211mg) 
15 4-1: Kn=^'>-2, 6-i;?pt^>'l'^>'y:t— ^^ffiV^T, ||»J8->3IJ£ 
«9J9^^J6M— 1 0^inat-glf^^UTM5tb;fe'fb-^W <Srffiv>T. ^Jfe^J 

^m-r?>^m^t-^m (7 9mg) tr#fc, 

20 TLCrRf 0.59 (^Pn2}>/^A : ;^ 9 : 1) ; 

^H-ISTMR : (DMSO-da) 5 1.13, 1.47, 2.32, 2.84, 3.16, 3.36, 4.18, 4.56, 
6.59, 6.76, 7.21, 7.43, 7.54, 9.93„ 
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Mmm3 8 (1): 1- (4-^PP-3- ((2. 5-i^p^^/P-4- 
(((2S) -4-^^/V-3. 4-s;^t: KP-2H-1. 4-^^^^^^^^ 

5 ^JfeMS 7-eiSl3tbfc^k'a-i|^ <1 3 8mg) 2, 5-i^^^/W-4- 
(((2S) -4-7<^/V-3, Kd- 2H- 1 , 4 

2 — Y/W p< py K (21 Img) (^5^/1^ 

4 - 1 Kp ^ar^^- 2 , 5 1. ^^v^T. 

^^•r^1^m\^^m (7 9mg) Sr#fc„ 

TLC:Rf 0.59 (cJ'PPJj^/VA : 7« iJ?/— /l^=9 : 1) ; 
^H-NMR : (DMSO-de) 6 1.13, 1.46, 2.18, 2.42, 2.84, 3.21, 3.39, 4.24, 
15 4.60, 6.59, 6.72, 6.79, 6.91, 7.20, 7.42, 7.56, 9.67o 

^mms 8 (2) : 1- (4-^PP-3- ((2-J^^/U-4- (((2 S) 
-4-^^/V-3. 4-i^t: KP-2H- 1. 4 2 ->f 

HJfe^JS 7-C^5tU:/h'fk'a'll? (2 0 7mg) 2-rc'^/V-4- (((2 
20 S) -4-p{^/W-3, 4-i^t Kp- 2H- 1, 4 -^>'y';^-=3{-1^i^i^- 
2 — f/V) ;?« ^V'V^'Y/U^ P y K (2 1 Img) (;^^7V 4-fc 
Kp ^ V- 2 -ni^/l^-O'i/'a:- h ^ffiV^T. MMm 8 — HJSM 9 ^Hlfe^J 
1 0 ^ l^^tc^i-^^ LTM-it bfc'fk-^i^) ^ffiV>T. HiSM 1 8 

25 -fk-^ife (3 3 0mg) ^#;fco 
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T L C : R f 0.60 n njjN/vi*. : pi y^,v= 9:1); 

IH NMR (CDCla) 6 1.27, 1.34, 1.71, 2.93, 2.93, 3.28, 3.42, 4.17, 4.29, 

4.67, 6.73, 6.86, 7.10, 7.34, 7.49, 7.94, 8.56o 

mmm 39 : t^p ;^ y ^ kd p ^^^^m&m^mxi^fzL y ¥^^^mm. 

5 t bDP^W*(cSrl§m$ii:yt^^-r=-XyNA;^i5'-#pm (CHO) 

:^]}=c'f-\yi^^'f-^--zf\z.mn\^itmw\^s 0 /z l : 42.65 

H g)N Ts/'fe'l'MW^ (Immo 1/L EDTA^ 5mmo 1/L Mg^ 
+*5it;?l Ommo 1/L Mn2+Sr"^tp2 5mmo 1 HEPES-N a O 
10 H. pH7.4) IGGAtL, (v?^ ^/W;^>'V'/Jn^v' K ; DMS O) 

«2t:^?^'fb-a''^ 1 M L (DMSO(Dj^^S* : 0.5%) :j3j;t;? 1 0 nmo 1 / 
L C^Hl-PGDg^S 0 A L (J^^g : 2.5nmo 1 /L) SrAtt^m-e^ 
^^de^x-^— iXa ^'UfCo ^#M6^^'a'^-ef*^K^*^£^)ft:b «9 2 mm o 1 /L 
©PGDgilr^Pbfc (PGDatD^igS : 1 0 itzmo 1 /Do 2 04>^. 

15 ^3.— ::^{c:imL<z)7k?^Ufcjfc^fflj^«l0! (0.01% i>'>ifa.?tr/v:;^5 

(BSA) *3j;t;«10 Ommo 1 / L N a C 1 ^"g-tf 1 0 mm o 1 / L 
Tris-HC PH7.4) tr^fl bT^iJ^Srf^Ih^-^fCo ii:t>lc^T 

®dl^5gbTlMi5)-%:«f7^lia6«ft (GF/B) _btc:h7 5':7'L/ho 

25 *5J:TJ5:*:^K{b'a'«^#(-*5ttS [«H]-PGD2<^5#m6^3i$'a'fl::&^e>;*:|SW^b 
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K,= I C50/ (1+ (CL] */K,)) 
[L] * : C^H]-PGD2(D^g (2.5nmo 1/L) 
5 Kd : C'H]-PGD2<^^il^^ 

10 ^jfe^J4 0 : KPP^^fls^m^Jia^fflv^fcDP^^^fejTLS 

m^i^—hi^l X 1 0^ceaay^ai/]^(DmS^^MX*^mV. 5%C02, 3 

15 -7*^ ^'■^ ; minlnfitiTn essential medium) 5 O 0 u L"^?^^fe^#•^^ 2 /z m o 1 
/L<7)i^^n:7rc-^-/:^Sr-^tfMEM^5 0 0 jtz L»b3 Z'C-Cl 05^^ 

-^y::^^/^- i-^5^/V"3E^f-:^^:^. 2iumo i/L i^^n^a^-^yt^^ 

^3j;TJ?l%B SA^^tfMEM (T ^''t^ P< T^-f 4 5 0 m L Sr^Dx.. 

mL (PGDatOJllig^ : lOnmol/L) ^I^^IP bTSiS=S:IBMU. 3 
7t:T?-r:/=aE^^-<— i>'3 VbfCo 1 0:9-^. 7k?^Ufc: h y ^ n nf^^ (TC 
A) (1 0 %w/v) 5 0 0 M L LTS/S^^i^Jt $^fc„ r O^lS:^^ 1 

13,000 r pm-e 3 i^^i^vj^Uybo -h^^^lglU i^t^fjo c AMP^i^<£r c 
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AMP :t:^1?^>f Ayry-fe-f y<^:th9y^ i^mMm "yT.'fJ^ 
(cAMP Ty-fe-r Y ; Amersham ttM) ^fflV>-C^:/1f'f A-f A 
/r>yfe^i£-CS!ljeUfCo ±|Bt?#btbfc±?t2 0 0 0.5 

mo 1 /L h y -n-;r:J'^/UT^>'(0:^^ na;j>/V^^^2 0 0 m L tjH 
5 ?PU. ^^SlJlTCA^fiWUyt®*). TK^^f-VT'/V^ bT c AMP 
Tv^^ ^^^:|B^$tbTV^S;b^^fe^^:JliCTf->':7^/^4'<^c AMPft^ 

^jc^eg^fL-a-ifeOD PS^^jc^S^f^ffi<Z)^fi|Jix P GD 2}iSi^:>'•vd^->'•^w^ 
(submaximum) >fc c AMP^^i^^-f" 1 0 nm o 1 /'L iJlrJoft^ c A 
10 yivm^mcn-t^nU^^t^h I CsoIK (:*:|iig'fb-a'^#^#^Tl-*5lt-5 c 
AMPMSSr 5 0 %PWi--5(^f;iM-r-5:*:BW^b^i^O^^) ^ UT^ttJ 

D P^W^^c{;i^L-Ct^-rS w h IJ^M^olto 
15 iSi^J^J 1 

•(3- ((2, 3-s;^^^/V-4- (((2S) -4-p«^/W-3, 4-t?k 
Kn-2H-1, 4 -^>'y:^=aE^i?-v?>'- 2 -^/W) 7«h=¥^/) ^^^^^ 
20 /V) r^/) -4 -7/1^:^13 ^'jicri/^) lOOg 

• :!&/W3!K^->;?«^/W-fe/VP— (^^J) 20 g 

• ;^xTU V^-rjJ^^^iVi^JN (P^t^J) 1 0 g 

• ^^^-^/l^a— ;^ 8 7 0 g 

M^Jg»J2 

25 iuT<©#^^^^?*j3:j;!9?S'g-L}fc#. mmy-f^i-^-x-^mu smL 
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•(3- ((2, 3-i?7<^/V'-4- (((2S) -4-p«^/V'-3, 

;W) r^/) -4-7/l':^n:7 3i— /W) 200 g 

5 — /v- 20 g 

• ^WtK SOL 



15 m^^m. mm^&Lm^. m^^w^mm m^.}^. rhu'-^m^^. mm 

25 
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n ^ (D 

1. (I) 



o 




5 (^ifs R ' r*. (l)7Kmi^^> (2) C 1 — 4 TJl^^J^m. (3) C 2 ~ 4 T)V^=^ 

fdfi-CHa-^Sr^t^U R'^ii^ (iVM^y^^Jgd^, (2)C 1 ~6 T/^=¥^V 
(3)Cl~6r/V=idei/S. (4)7K^S. (5)hy^^n;^^yV'Sv (6)v^Ty 
(7)73in/uS. (8)f yi^/l-S. (9)^hnS. (lO-NR^R'^S. (ll) 
10 -OR^^T'gm^tbfcC 1 ~ 4 T/W'^/wm. (l2)m'fk$ttfcC 1 ~ 6 T/V 

^/V*. (13)-S02R^^«. (l4)-SOR*^^. ^fc«(l5)-SR^^SSr 

(1) 1 o<D^^lg^^}65 1 o(Z)^^ig^, ^^lg^^^fcl{iM'^b^i^-Cv^r t> J:v^ 

^W'VS (^c 2~5T/W'irm<.>'^li, «^^^-egm$i^•cv^"C^ J; 
V\) <S:*t>L. R^tt. (2) C 1 ~ 6 T /l^^/VS. (3)C 1 

20 ri/W^, (8)l^y:^/^^. (9)=^hP^. (10)-NR«R^^. (ll)-OR«-eg 
^ ^ tblfe C 1 ~ 4 T>'l''¥>'^S. (I2)^'fk $ tbfc C 1 ~ 6 T/V^/V^. (13) - 
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RSfi, C l~4r/^=35^/WS^ :7ai=:/U^. *fc}*t°y i^/^^^^:bb. R* 

5 nfcC l~6r/^'¥/VS^Ir^fc>U R^fi. (1) C 1 ~ 6 T/V^/l^^. (2)C 1 
.~1 OT/l^=i^-ym. (3)C l~6T>'W=»=3r->S-CM^^tVfcC 1~6T/V^ 
/VB. (5)?i^mm. (6)hy^^ap«^/wS, (7)::^M3S. (8) 

-NR»R^°S. (9)7^=^/VS. (lO):7^/dr^>S. (ll):r^yS. (12)C 
2~6T-:^>'l'Ss (13)->T/S> (l4)-S02R^iS. (l5)-SORiiS. 

10 (16)-SR^^S. *fcJi(l7)m'fb$tt:fe:C l~6T>'l''3r/V^^^*3U. R« 
*3j;U5Riott> Je:tb'=etb^S:U"C> 7K^m^^*;/t«c i'-4r/i'^/^S^^ 

;bb (fcfcU R2~R^{c*5(t5R«~R'M*x 1^ C-Ctj^tb^tbSfi^bT 



15 *fctt5~i 2M(D^^t>b<t:iz:^<Diam^^^t>U Gf*. (D^mi^^. 

^^ii^-?^*3 J: xmnm^Tb^ ^mtfn 5 o ~ 2 ^@ <d^7^ a sr-g-t? c 1 ~ 6 

(^^xnl^^F-Sr-^tfC 2~6T/^'5r=u>'^, ^fc«(3)^^l^^. ^^i^^ 



(*5~1 2m(Z>^m^>U<«:Z:#©^mm^^*3U mttO^fcf* 1~4(D 
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5 2^Ri3^s— i^fJi^fcoT. (l);^-^yS. (2)lo(?[)^^il^:8Sioo^^M^. 
. ^^i^-i^* fc }«^>!^^ ^ ® # m:bo -C^J:V^C2~5 T/V'^ C 

(1) (3- ((2, 3-v?7«^/l'-4- (((2S) -4-^^/1^-3, 4-i;? 
l:Ka-2H-l, A-^^y^Hr^^'^Jl^- 'Si.—i /\^') :^ Y^'iA ^:^>^-f 
yw) T5:/) -4-:7/v::*-n:7ai=/u) @^^, 

(2) (4-^ 13 a- 3- ((2, 3-i^^^/V-4- (((2 S) -4-^5^/1^ 
15 -3, 4-i?t KCI-2H-1, 4-'<i^>^:^#1^S?^^- 2-^/1^) :^ 

(3) (4-:J^an-3- ((2, 6 4 - (((2S) -4-7<^/^ 
-3, 4-i;^t Ka-2H-1, 4 -^>'y;^=¥1^i^:/- 2 -^/V) p« 

20 (4) (4-:^'i3n — 3- (( 5 - ^ n n — 2 — :7/^:^n - 4 — (((2 S) —4 
-:?«^/^-3, 4-i;*fc Kn- 2H- 1 , 4 2 — T 

(5) (4-i5'ni3-3- ((2, 5-i^p<^/V-4- (((2S) -4-^^/1- 
-3, 4-i;^t Kn-2H-1, 4 2 — TyP-) ^ h=3r 

(6) (4-^i3n-3- (( 2 - 7/1^:^-13- 5 -^^/W- 4- (((2S) -4 
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(7) (4-iJ'nn-3- ((2, % -^Jy fV^n- A.- (((2S) -4-p«^ 
7V-3, 4-i^t Kci- 2H- 1, 4-^^^)/:^-^i^i^i^-2-^/V) p« h 

(8) (3- ((2, 3-v?^^/V-4- (((2S) -4-^^71—3, 4-i;? 
tKn-2H-l, 4—<:y-y>t^'^i^>-2 — f/V) ^ ^i^iZ-T 
/V) r^y) -4-p<^/W7cn=/V) g^M, 

(9) (3- ((2. 3-i^^^/V-4- (((2S) -4-7^^/V-3, 4-i> 
10 tKn-2H-l, 4-^>')/;^-=¥1^S^^^-2— T/V) h^iy) ^l^y^^ 

(10) (3- ((2, 3-i?;;t^/W-4- (((2S) -4-;^^/}^- 3, 4- 
v?tKo-2H-l, 4— <:xy:^=3ri?-v':^- 2— r/l-) ;^ h^U) 

15 (11) (3- ((2, 6-e?p«^yV-4- (((2S) -4-p<^/W-3, 4- 
v?tKn-2H-l, 4— <^>^:^=^r1^>^^^-2 — T/^) p« h=3eix) -<vy 

(12) (3- ((2, 6-e^j?«^yV-4- (((2S) -4-7«^y^-3, 4- 
i?tKn-2H-l, 4 — 2 — f/l^) ;>< h^v^) -<:/y 

20 T%y) -5-^f^/vp^3i=/^) g^i^, 

(13) (5- ((2, 6-i?;;«^/V-4- (((2S) - 4 - ;>« ^/l'- 3 , 4- 

i;?tKo-2H-i, 4-^:^>^:^dE^i^i;?v-2-'</^) h^^/) 

(14) (5- ((2, 5-i;^7<5^/V-4- (((2S) -4-p«^>'U-3, 4- 
25 i^tKn-2H-l, 4 — <:/>^;^-^i^i^V- 2 — f/l^) ;^ h^-» ^^'i/ 

^/i^) T^y) -2-y^/i->'3i=/v) it^. 
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(15) (5- ((2, 5-i^p«'5^/W-4- (((2S) -4-ptf^/^-3, 4- 
i?t:Kn-2H-l, 4 -^:/y:^■=¥i^^^>'- 2 — I'/V) p« h^i^) ^io' 

(16) (3- ((2, S-i^^pt^/U- 4- (((2S) -4-^^/W-3. 4- 
5 i?t:Kn-2H-l, 4 -^^'V^^^^E^f-i^^'- 2 — f/V) >^ h^-» 

(17) (5- ((2, 3-^^^^/V— 4- (((2S) -4-^*^/^-3, 4- 
i?tKn-2H-l, 4-^V5/;e-'¥f-i;?V-2--f/V') :^ Y^^y) ^^i/ 
'f/V) T^/) -2-:7/V:^-n73i=/W) g^^^ 

10 (18) (5- ((2, 3--:^^^/V'-4- (((2S) -4-^^/P-3, 4- 
i^tKn-2H-l, A-^yV:^^^-^y-2.-^ /id ^ h'^i^) '<i^5>' 

(19) (5- ((2, 6-v^^^/U-4- (((2S) -4-;^^>'^-3, 4- 
i;?tKn-2H-l, A-^y^/is^^^'-^y-l — r/l^) p« h^i^) ^^'y' 

15 -ifV) r%J) - 2 ^71^:731 ^/W) @^^, 

(20) (3- ((2, 6-i^p{^/^-4- (((2S) -4-^^/V-3, 4- 
i^tKn-2H-l, 4 -^^-y^^-^f-i^:/- 2 — T/V) p< h^^i/) ^>'>^ 
^T/V-) r^/) -4-;^^/V7zc=:/^) @^^, 

(21) (3- ((2, (((2S) -4-p<^/W-3, 4- 
20 i^tKn-2H-l, 4 -^:/>^:^-^ar1^i^:^- 2 —Y/V) p« h^e-^^) 

't'/^) T^y) -4-:77V;*-n:73i— /V) g^^, 

(22) (3- ((2, 5-e;?^^7V'-4- (((2S) -4-7<^/^-3, 4- 
v^tKn-2H-l, ?\d ^b=afi^) ^i^y 

25 (23) (3- ((2 , 5-i^7^^yW-4- (((2S) - 4 - ;?« '^/V- 3 , 4- 
v?tKn-2H-l. 4-^>')/;t=¥■^^i^>'- 2 — f/l^) ^ h=3rix) ^V)/ 
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(24) (3- ((2, 5--;?p«^/V-4- (((2S) -4-^^/V-3, 4- 
S^tKn-2H-l, 4-^:/y::^-:35^^^>:;?>--2— T/V) ?i h^-» -^^-v^ 

5 (25) (4-;^i3n-3- ((4- ((2R) -2, 3--:?tKn-l, 4- 
^vyi;?;r=¥-»'- 2 — f/l^y hdf-S^) -2, 6 ->?y ^/l^^vy^/v) r 

(26) (2-:J'nn-5- ((2, 3 -i??tf-jV-4- (((2 S) -4-^^ 
/V-3, 4-i;'fc KD-2H-1, 4 — <:^)/;*-^f-i?:^-2-^/k) 

(27) (2-;i'nci-5- ((2, 6-i?y^/V-4- (((2S) -4-^^ 

/v-3, 4-i?e KO-2H- 1, 4 — <:^y;^-=^^i^i^:^-2-^/^) yh 

(28) (2-iJ'ni3-5- ((2, 5--:^y^/V-4- (((2S) -4-y^ 
15 /V-3, 4-5;?t KP-2H- 1, 4-^>'y;^-^i^':;?^^-2->f/^) yb 

(29) (4-j^nn-3- ((4- ((3R) -2, 3 -i^t: Kn - 1 

yy'7>'-3 — f/vy hdE^-» -2, 6 -i^^y ^/I'^i^i/^yv) T^y) 

20 (30) (4-iJ'nn-3- ((2, 6-v?y^/I^-4- (((3R) -5-y^ 
/V-2, 3— Kn- 1 — ^i^y77>'- 3-^71^) y h!ar-» ^V^^ 

/V) T^y) 7 3r=:/v) i^m^ 

(31) (4-:J'i3n-3- ((4- ((2S) -2, 3 - v^t: Kci - 1 — <>- 

y:77:^- 2— r/vy h'^i/) -2, 6 -i>y ^yv^^-j^-T/v) T^y) 

25 v^oi^iyW') i^^, jsitJ? 

(32) (3- ((4- (1, 3— <>'yi^;^^y— yv- 2— T/V-y h=¥iX) - 
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15 




20 4. n;0S2~4c^SI^-efc5lf^<O^ffl2|a«©^b;^^ 

(R^)n , (R')n 



5 . -"^Y^ * 
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R3 



5 7. R^^^. ^fh^tim^VXil)^^r2^lyf^^, (2)C l~6T/W:3{.y^S. (3) 

8. R^2*5j;tJ?R^3;as^ -^^-^^1/^3^: UT. (l)C 1 ~ 4 Tyk^ar 71^^, (2Vn 

16 

9. (1) 2- (4-iJ'ni3-3- ((2-j5'i3n-4- (((2S) -4-p«'^ 
/V-3, 4-'^*fc KP-2H- 1, 4— <:/>':^=3E^f-i^i^-2->r/i') ;^ h 

(2) (4-:J'nn-3- ((2-iJ'nn-4- (((2S) -4-;>«^/^-3, 
20 4-i;?t Kn-2H-1, 4 — 2 -^/W) p« h ^^^) ^ 

(3) (4-jJ^i3n-3- ((2-^nci-4- (((2S) -4-p«^/^-3, 
4-i^k Kn- 2H- 1, 4 2 -^f /V) ;?< h^af^i^) ^ 
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(4) 2- (4-^ux2-3- ((2, 5-Z^:^'^7l'-4- (((2S) -4-p< 

4-i;?t KP-2H-1, 4 -^X>'^1^i;?V- 2 — T/l') h 
^^/) ^^'i/^/u) T^y) :7ai^/w) - 2-p«^/v:/nx-?v^, 

(5) 2- (4-:5'aci-3- ((2, 6 - ^/t— 4 - (((2 S) -4-^ 
5 ^/I'-S, 4--:^fc Kn-2H-1, 4 -^i^y^rl^i?:/- 2 — f/V) p« b 

(6) 2- (3- ((2, 5-i^p{^/^-4- (((2S) -4-p«^/W-3, 4 

Ka- 2H- 1, 4 2 — ( /U) :^ h^-y) ^l^V 
T^y) — A—:;^'f-)V'7 olzz-jv) - 2 — p< ^/V^^a/-?^'^, 
10 (7) 1- (4-^nn-3- ((2, 6-i^p<^yl— 4- (((2 S) -4-p< 
5^/1^-3, 4-':;?t Kn-2H-1, 4 — 2 -^/V) p« h 

(8) 1- (4-^nn-3- ((2, ^-^^:^^)V- 4- (((2S) -4-7« 
^/V— 3, 4-i?t Kn-2H-1, 4 -^Vi^^^f-i^V- 2 -^T^'^) P« h 

(9) 1- (4-;{^nn-3- ((2-0^^7^-4- (((2 S) -4-^^/1^- 
3, 4--:^t Kn-2H- 1, A-^^^-Z^^^'Jl^- 2.-y( Ad :^ Y^l/) 

(10) (4-j5'nn-3- ((2, 4- (((2S) -4-^^ 
20 /V-3, 4-S^l: KI3-2H- 1. 4-^i^>^:f=3ri?-i?:/- 2— I'/V') p{ h 

(11) (3- ((2, 6-i^;»<'^7V-4- (((2S) -4-;;«^/P-3, 4- 
v?fcKn-2H-l, 4-^i^j/::^:2|ri^i^:/-2->r/^) p« h=¥i^) ^i^^ 

25 (Dit^m^ 



141 



wo 2005/028455 



PCT/JP2004/013983 



1 0. (I) 



R« 
R"' 





5 'T^mwm^.mo 

1 1 . D p^mi^^^mxh^m^<Dmm i omm<Dm.mM^mo 

10 1 0WM(DmMB.^^o 

15 ^m. mmmiw^^ mmm^m. mfm^m^. m^^^^mm. 



142 



wo 2005/028455 



PCT/JP2004/013983 



5 

1 7 . D T^^w-^igmo^mmz-m-f^m^o^^m i ib^<^)— ( i ) -c 

20 



143 



INTERNATIONAL SEARCH REPORT 



International ^plication No. 

PCT/JP2004/013983 



A. CLASSIFICATION OF SUBJECT MATTER 

Int.Cl"' C07D265/36, 307/80, 319/20, 317/46, A61K31/538, 31/343, 

A61P37/08, 3/04, 17/04, 17/10, 11/02, 13/10, 21/00, 25/20, 
7/02, 25/06, 29/00, 11/00, 9/10, 37/06, 25/00, 1/16, 19/02, 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int.cr C07D265/36, 307/80, 319/20, 317/46, A61K31/538, 31/343, 

A61P37/08, 3/04, 17/04, 17/10, 11/02, 13/10, 21/00, 25/20, 
7/02, 25/06, 29/00, 11/00, 9/10, 37/06, 25/00, 1/16, 19/02, 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international seardi (name of data base and, where practicable, search terms used) 
REGISTRY (STN) , CAPLUS(STN), CAOLD(STN) 



C. DOCnjMENrS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of tiie relevant passages 



Relevant to claim No. 



P.X 



WO 03/078409 Al (Ono Pharmaceutical Co., Ltd.)f 
25 September, 2003 (25.09.03), 
Full text 
(Family: none) 



Ltd.) , 



WO 01/66520 Al (Ono Pharmaceutical Co., 
13 September, 2001 (13.09.01), 
& EP 1262475 Al & CA 2402174 A 

& AU 4106801 A & NO 20024281 A 

& US 2003/0176400 Al & BR 109050 A 

WO 86/05779 Al (YAMANOUCHI PHARMACEUTICAL CO 
LTD. ) , 

09 October, 1986 (09.10.86), 
& JP 63-159342 A & EP 218728 Al 

& CA 1273940 A & US 4994479 A 

& US 5116853 A & US 5140046 A 



1-17 



1-17 



• / 



1-17 



□ Furttier documents are listed in the continuation of Box C. 



□ 

See patent &mily aim^ 



Special categories of cited documents: <p|« 

document defining Uie genera] state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international 'OC 
filing date 

' document which throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «v» 
special reason (as specifiecO 
"O" document rearing to an oral disclosure, use> exhibition or other means 
*V* document published prior to the mtemational filing date but later than 
the prioriQr date claimed 



later document published after the international filing date or priority 
date and not in confiict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the dociunent is 
combined with one or more o&er such documents, such combination 
bemg obvious to a peison skilled in the art 
document member of tiie same patent &mily 



Date of the actual completion of the international search 
29 November, 2004 (29.11.04) 


Date of mailing of the international search report 

14 December, 2004 (14.12.04) 


Name and mailmg address of the ISA/ 

Japanese Patent Office 

JFacsimileNo. 


Authorized ofBcer 
Telephone No. 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/013983 



Continuation of A. CLASSIFICATION OF SUBJECT MATTER 
(International Patent Classification (IPC) ) 

Int.Cl^ 1/04, 1/14, 43/00 



(According to International Patent Classification (IPC) or to both national 
classification and IPC) 



Continuation of B. FIELDS SEARCHED 

Miniirium documentation searched (International Patent Classification (IPC) ) 

Int.Cl'^ 1/04, 1/14, 43/00 



Mininaim documentation searched (classification systenci followed by 
classification symbols) 



Fonn PCT/ISA/210 fejctra sheet) f January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/013983 



Box No. n Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1- (3 ClaunsNos.: 18 

because they relate to subject matter not required to be searched by this Authority, namely: 
The invention as set forth in claim 18 pertains to methods for treatment 
of the human body by therapy. 

CD Claims Nos.: 

because they relate to parts of the Intemational application that do not comply with the prescribed requirements to such an 
extent that no meaningful intemational search can be canied out, specifically: 



3- mi Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. in Observations where unity of invration Is laddng (Omtinuation of ttem 3 of first sheet) 



This hitemational Searching Authority found multiple inventions in this intemational ^plication, as follovi^: 



As all required additional search fees were timely paid by the applicant, this intemational search report covers all searchable 
claims. 

As all searchable claims could be seardied wi&out effort justifying an additional fee» ttus Authority did not mvite payment of 
any additional fee. 

As only some of the required additional search fees were thnely paid by the applicant, thb intemational search report covers 
only those claims for vfhkh fees were paid, specifically claims Nos.: 



No required additional search fees were tunely paid by the applicant Consequently, this intemational search report is 
restricted to ttie inv^tion &st ma:&tioned in the claims; it is covered by claims Nos.: 



Remark on Protest I I The additional search fees were accompanied by applicant's protest 

□ No protest accompanied ^e payment of additional seardi fees. 



Fomi PCT/ISA/210 (contmuation of first sheet (2)) (January 2004) 



H^tilffi#^ PCT/J P 2 0 0 4/0 1 3 9 8 3 



Int. CI' C07D265/36, 307/80. 319/20. 317/46, A61K31/538, 31/343. A61P37/08, 3/04. 17/04, 17/10. 11/02, 13/10, 21/00, 
25/20, 7/02, 25/06, 29/00, 11/00, 9/10, 37/06, 25/00, 1/16, 19/02. 1/04. 1/14, 43/00 



B. 



m^n-^tz-M^i-^wmm- (H^^ff^is (i pc) > 

Int. CI' C07D265/36, 307/80, 319/20, 317/46, A61K31/538, 31/343, A61P37/08, 3/04, 17/04, 17/10, 11/02. 13/10, 21/00, 
25/20, 7/02, 25/06, 29/00, 11/00, 9/10, 37/06, 25/00. 1/16, 19/02, 1/04, 1/14, 43/00 



REGISTRY (STN) , CAPLUS (STN) , CAOLD (STN) 



PX 



wo 03/078409 Al (/MIF^iSiX|H5|c^#^fc) 2003. 09. 25 

(:7r ^ y-j^cCU 



wo 01/66520 Al (/jN^^^p^oXll^^^th) 2001. 09. 13 

& EP 1262475 Al & CA 2402174 A & AU 4106801 A 

& NO 20024281 A & US 2003/0176400 Al & BR 109050 A 



1-17 



1-17 



□ /■'^vb^r^ y— 



TAJ #K:Hjt©s>«:SdKT?r±*<s —m^msT^^^^ 
roj B®mj:5H^. mm. m^icwR-t^xmi 



r&j 1^— -'■?7'>'h7r 5 y— istit 



29. 1 1. 2004 



U.l 2.2004 



■ g>^m<mff (I sA/j p) 

^'|S!#^1 0 0 — 8915 



4P 



9 2 8 2 



03-358 1-1101 rtS 3 4 9 2 



#^PCT/I Sa/2 1 0 (^2'<-v?) (2004#1^) 



Hj^tUMS^ PCT/J P 2 0 04/0 1 3 9 8 3 



c (m^) . 



wo 86/05779 Al (YAMANOUCHI PHARMACEUTICAL CO. , LTD. ) 
1986. 10. 09 

& JP 63-159342 A & EP 218728 Al & CA 1273940 A 
& US 4994479 A & US 5116853 A & US 5140046 A 



1-17 



^PCT/I SA/2 1 0 (^2'<-i^©i^#) (2004¥l-B) 



mmtiM^'^ PCT/JP20 0 4/0 13 98 3 



mmsikmsm (pcTi 7^(2)(a)) <ds^ic±«?, ^wHi^fa^^^ttjjcoafttJij; !3it*©f5ia©-ia5»cov^^Tff 



2. □lt*0®H tt. W«a^aiPII|jiESr-t-Sr:i:;5ST?t53@af*T?M^©S|#Sr?SifcUTV> 



3 . □ ft^®$5iB _«:. l£JRai:ft<^^ffl-t?feo r P C T^IJ6. 4(a) (DM 2 JtSt/^^ 3 X<DM'^i^ 



1. □ mmAifi^W^mfSm3^W^t:-t^xmfSi^\^tfii^V1t<D-r^s -t-xTOlSEiERrtBJ&St^ 



4. □ ffiBAd5i£i>S;&ig;!iPPfi#Sc3^Sr»irai^Jci^U/j;;6»oyh<OT% ::©HI^Ma^tt. ft*©$5H©S*JJclB^ 



i^PCT/I SA/2 1 0 (01'<-5?OI^ (2) ) (2 0 0 4^1^) 



